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(1) 
(2) 

(3) 
(4) 



^^(D gfctf* 3 ~ 1 0 flgtrfe 9 . 



^^7/v#^/vS. ^/V7 >r ^/H^fcit^y*^!!: 1 ~ 3 flg-a 



-a*. ryyy~/vs. t-^v 5 — /vs. t^yy^ /vs. t°-<yy^/vs. r-tf 
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tf-:>y n [ 2 . 2 . 1 l^y^M^, ^e/V/K y =f-^r^;v^s ]) — 1 , 

1 - -J^r^y^-^r^e/v?^ y ~ t^^y-^ ^^-fry rhyt K 



r 3 ~ i o mm - 



s^nf^ 0 — /vk, ^/V/}n y ^^-^/V/Jn y l , i — y f-^-^e 

io ;v*fc y — rf7t kp7!) 7h7t Fo t°7 & r i j&s-c 

^h*^m, 1 -y'n^^yS (n-y°n^v^h 2 -y°n /K^^ ( i -y°n 
15 zK^v^h 2 -y ^/V- 1 -y°atf?^v^ ( i -7>^1), 2-y5VV-2- 
^n/K^^S ( t -y>3->SK l-yf^rv'S (n-7>^S), 

-yx ( s - -?h e/S) , i-^^^^=¥^s> 2 -^yf;^^i, 3-^y 

^/V^-^iX^. 2 — ff-jV— 1 -y* f^v^, 3 — 1 -y>^riy^ N 2- 



y =f-;V— 2 -y b^r^S, 3 -y 2 -y h^r^S, 2, 2 - v>y ^vV— 1 - 



20 -fn-^^-^y^ 1 — ^dr^i-^y 



2 — y 1 -^y^i-o^iy 



y 1 f-;v— 1 — ^V^/^^V^: 



4 -y ^/v- i -^yf^t^->s, 2 -y^/v- 2 -^y^/i^^-y^ 3-y 



^^/P^-drv-^, 2 — y "f-fV- 



3 -^l/^-Sls-^r^-^m, 3 — y "f-fV— 3 -^y^/l^^-yg, 2, 3~i>y^A— 



25 l-^h^rv'fi, 3, 3 - ^/V- 1 -y h ^ 2, 2-^^^/1—1-^ 

h^y*. 2-xf/V-l-7 , f^v'S, 3, 3 -vM^VV- 2 -y" h^i/fi. 2, 

rc^eT/v^^iyKj ©^i^itLta, rc^yyv^^yKj 
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10 



^ m^vi^;t3E N 1 — r/n fcVi^^fi (n — zfn fcVi^^fi) > 2 -^n \£as5-Ht 
3£ ( i --7°n tf/V^^"^ y^n tVV^-^-^)), 2 f-;v— 1 -^n tf/l^sf- 
M ( i -zfJ-A'^Jr^ (-T y7Y/vfi-l)), 2 -Tvv- 2 -zfn if ( t 

(tert) - y^7V^-^rm , 1 - ^ ^/V^^-* ( n - Zf^/V^^-^) „ 2 - !7^/V^^ 

s (sec) -7/^/1^- l —^<l/=?-;v^Jr^ 2-^iy^-;v^-ir^ 3 — ^ 



2 — ^ ^/v- l — fls s f-3r\ 



3 — *^;V— 1 —zfJ-JrV^-fr. 



2 — ^ ^VW— 2 -7Y/VftS, 3 —7* ^/V— 2 — T^/I^^S. 2, 2— v 5 ^^ 



1-7*0 t°^ft; 



2 — f-'f-jV— 1 — ^f^/V^tf-^ 3 — y ^/V- 1 



15 



4 — ^ ^vP— 1 — ^O-^/V^^-^, 2 — y ^vl— 2 — ^i/^/l^^fi, 3— y^/V 



20 



^^•/l/— 3 — 



^-JVJ-^^ 3 -^i^/W^^ 2, 3 -i^y ^-/V— 1 — -f*f->V*f- 

3 , 3 —i?* *f~>v- l 2 , 2 - ^ ^vk — 1 — -f^-fls^-Hr 

2 1 -^^/^^"^ N 3 , 3 - ^/V- 2 -y^/^^^S. 2 , 



2—^=f-)V- l-7o fcVi^;T: 
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0]^yf;vt^^I, tfv^n[3. 1. OD^dp-V/V^^V^ tfi/^n[2. 1. 
^•J/S, Vis? xx 13. 2. 1 tv^'-y^ tfv^^n[2. 2. 2]^-^^/v 

/ ^;VT 5 / ^-^-/VT 5 / S> 1 -7n tf/VT 5 / X ( n - 7n fcT/v-T 5 / £) , 
2-^1:^7^/1 ( i -^ntWT^yl), 2 — / 9VV— 1 -7n tVV-T 5 / 
X (i-^VT^/l), 2 -/^/V- 2-7nt/l/7 5 7l (t-7W^7 
X), l-^W^S (n -7*^75 /SK 2-^;V7^/l ( s — rff- 

i-^f/i/7?ys> 



10 



15 



20 



2 -/ ^-/l/- 1 —-f^-AsT 5 / 



3 - / ^Vl" 



-f^;VT 5 / 



2-/ 



f;v-2-/f;V75/S, 3-^^-2-^75/8, 2, 2-^/^/V 



— i -/p tf/i/7 5: / 



^7$/S, 2 — ^5>7V7 5/ 



3 - 



=3r^7 5/S, 2-/f^-l-^f/V7 5; 



3 — / ^/V— 1 — ^i^/V 



7 5/1, 4 - / f-^- 1 -^/f ^7 5 / S, 2 - / f /V- 2 -^yf ;V7 5 / 

X, 3-/f/v-2-^y^7 5/S, 4 - / f ;v- 2 -^yf ^7 5 /S, 2, 
-^f^-a-^yw^/l, 3-/5V1-- 3 — ^yf;P7 5/S, 2, 3- 

vV^/V- 1 -7f;V7 5 /£, 3, 3 -^^ f ;v- 1 -/f ;V7 5/1, 2, 2 
-^/f^-l-/f^75/l, 2-xf;V-l-^f/V75/l, 3, 3— *? 
/f^-2-7'W5/l, 2, 3-5//^/V- 2 -7^7KT5 /2£sfc 



25 



fe&d^T, ri?-c 1 _ 6 7;^/V7 5 /3£j ite, 75 / JB't'tf) 2 {HIcqtK 

iSri&BfeU A^MttTfi, N, N-^/^75/S, N, N- 

17 



v?xf ;V7 5 



WO 2006/030947 



PCT/JP2005/017238 



;S, N, N-^-n-ynWUl, N, N-S>- i -7" a tf/KT 5: 

;V7^/S, N-n-^nf;V-N-^W.5 N-i-7°nt>-N-^ 
f/VT^yl, N-n-^f;V-N-^W?/S, N- i -^5v^-N-^^ 
;V7^;l, N- s N-^W^ N— t -~?^;V— N- ^ ^-/w 



p 1=1 



15 n /ix^ N 2 -/n fcVK^v'^/V^^/l'Ss 2— ^^-/V— 2— ^a/K^v'S ( t - 

C 3 _ 8 ^yn7;^;i/S, C 6 _ 10 7y^-;H, 5~10l^rn7!)^ 
3 ~ 1 0M#^#^^^nii^, C 1 _ 6 7/^^rv'l. C 1 _ 6 7/^/V 
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ftl, C 3_ 8 nT/V=f^->^ N ^y-C^eT/^Ti/S, v 5 — C a _ 6 

5^i:^T*§5 (fcTcb, 7$/S, C x _ 6 T)V^;V^ C 2 _ 6 7Vl^~/I/X, 
C 2 _ 6 7;^-;^ C 3 _ 8 ;/^a7;^;H N C 6 . 10 7!)- 5~10i 

v?- C ! _ 6 T;V^;VT $;S, C 2 _ 7 7 v^/l^do it;C 2 _ 7 T/V =i ^ /Vy$~/vm 

^a^^J^T-. Tk^S. =hn^. i/7/S, ^y/i^S, C^T 

C 3 _ 8 i/^n7;v=¥;H, C 2 . 6 7;^^l> C 2 _ 6 T/v^~/i^ 



C 6 _ 10 71i — 5 — 10 M-^x n r P 3 — 10 M^^^^^t" n 



^^Ki^l^T, ^^7^ K-a^b-a-fete, TIB©— (I) 



20 iifB— |£:i£(l)fc:£;V^-C, 5£4>, Ete, -O-, -N (CH 3 ) - x -CH 2 -, 
-CH 2 CH 2 -tfcij;-CH20-^, Dte. - C H 2 - ^ 1tt±— O - R la te. 

25 ^#l#fFfflSM<^Pfl^ 0222475A1 -^^fBic©^^ J; o T^i"^. Ci^T'tSo 
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— fl£5£ (I) 121*3 V^T. 0£ LWb^4&E\ LY186641 l£fc» LY295501 

o 

LY186641 tfi, N- [[( 4 - ^ a n 37 ^ 7^ / ] ^/l^^/v] -2, 



3 - v>fc Kn-iH-^f ^t*^- 

(vii) fc^i~ 0 

■CI 

(VII) 




LY1 86641 

LY186641 W\ ©#Sre»3frT*£. gfcWftrflFffiK^ 



0222475A1 



*3§9iK:*3V^-C\ LY295501 kfc^ N— [[(3, 4-^PP7x=;H T = 
/] — 2,3 — -^t Ko^y/yyv- 5 — x;v*yr 5: K£rVH\ 

^r^*3t^^rJ^T<Z)^: (VIII) }3i^-r o 



CI 




o o o 

H H 
LY295501 



- XI 



(VIII) 



LY295501 W\ 4^©*fe^R3Sn?#^ ^liff, gfe#l#fPffiJg^PS^ 0222475A1 
^•43 it^/^fettlRjf'HWWtliJR^ffiSg 0555036A2 ^-fc|Btft©*«fe*T?»3fi-r 5 £ 



R 



o 

7b 




(II) 



— jRsS (ID m^r, 5£f, j W\ -o-*fc«-NH-^ Rib t{<* 
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T^KS, -O (S0 2 ) CH 3 ; -N (CH 3 ) 2. 7kWtm, 7^~;vm, e 



I^^fcteg^fi^r^ LTV^& £l^C ^^^^/ki ({B.L N R3b 33 £TJ?R4b 



J^C ^TVl- dr/l^ ({fib, R5b ^ f c R7b tb^— g^^^ 

«*> (D^-Ttlfr—friiK TkMH^ifcS) §T^^^tL#^t-§ 0 



(II) fc*3V>T, rc i _ 6 7/^;Hj tt, L< te^^S, 

LV^£ UTfi^ ^/l-m, =r.^-;vm^ l-7nt>S x 2-7° 

(II) fc^T, rc 1 _ 4 r/^=i^^j tt N #£L<fci:^ h^^S. ^ 
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10 



—m^ (ii) (c*5v^t, fi 

a^L^ -0CF3 sr^f 5 r £ as-et 5 



LT V NT % «£ V n C 1 _ 4 T;V =1 =3r is&tt^ 



— l£5£ (11) ^*3vnt, rc 1 _ 4 r/v=3r/v^^-Sj 0* u< r**^vi^-a-^ 

2-/Pt°^ftl, 2-^^-/V-l-^n 

^fc. — 1£5£ (II) ^*3VNT, e^^^r^fbTVNT^ J:VNC 1 _ 4 T7V^/^^-* 
— Jt£5£ (II) iC*3VNT, rC 2 _ 5 7/V3dr^;k#^;Hj £f3;L-<te^ h 



15 



20 



(II) i-*5VNT N #A £ *l 5 £ LTtt^ M£«> C^eT^/v 



@|££:§g^ 02/098848 f^7Wy h (WO02/098848) fcfB<i©:frSfeK: ±oT 

— jg&Z (II) fc*5V^T. 0*bVMb-^<^«:LY-ASAPTfcS„ 
LY-ASAP £ f*. N- (2, 4 - c n-<yyV;W) -4-^pp7x^;^, 
7P/Jn>-T^ K£rv>v\ (DWik^^: SIT cDtX: (XI) ^^i~ 0 



ci 



00 Q 

H 



LY-ASAP 



CI 



CI 



(XI) 



25 



LY-ASAP fe, teftKDjjfeX'Wk-V^s 09*.WPn @B&4fcMI£ 02/098848 #>>"*>' 
7 (WO02/098848) fc:fB*fc<D#35fe-e5K3ii"3 £ £ ^t # 5 C 

#J55l!fc:*3Vvr^ ^;V*y7 5 K^^t^W-f^ LY573636 
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T?t5 0 51 131*5 V>"C^ LY573636 £«. N- 

(III) (n^i-o 



5 LY573636 tt % MJ * £ £ UV\ 

LY573636 W\ ^&©#ife-C543irt?#> M&tiU SR^M^ 02/098848 
7Wy h (WO02/098848) KlflE*fe©#i& £ HMHK: lt> rfiJRO 5 -:/ 

£i>v\ ^©s^^j^t^ (IV) }u*f„ 



CQS W\ ^ftJ©*ife-e3K3ft*C# % M;U3\ (J.Am. Chem. Soc, 1947, 71, 6-10). 
15 ©^^iltSri^t^So 

^BBHfc^T. X/VtJn^T^ K^Pffc-a*-?^ E7070 £#&f 3^ 
fc*S"T?#So E7070 £f3\ N- (3-^pp-1H — { > Y—J>V- 7 -^ ;V) - 

4 - ^ ;V7 7 ^ ^ y f y 7 ^ F£rv^\ ^(^Sig^^r^T©^: (IX) 




CI 



LY573636 



CI 
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E7070 W\ ^©MT'Slt^, $!xJ£\ Hi^Pflf! 95/07276 ^/^^ W 
S> b (WO95/07276) 7-165708 #^#£1*3 J* SHJfeM 1 9 »^IB4fe 

5 ^BKKi&^T, x/Vtf^T^ K^^r-fb#<»H:, Tf2<£> — (XIV) 



_h|S— (XIV) (^V^T. 

C3ttt % gil^^bTV^ t> «fcv\ MfHt-^S: 1 * W: 2 flf-g-tf 5l^rnf 

Wfi, W^fcte-CH==CH-3r, 
15 Xfi-N (Ri) -^fcf^^^J^^f-^, 



Sr. 

Zfci-N (R2) 

24 




(XIV) 



C(R 3 )— 
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yv^. fc°y^v>>\ t 0 7v?^ t o yys?>\ ^/y>\ ^fy^y 

y 7^7^, t7fF^y, ^ry^-^y^, ^tyyy, ^/y / y ^ 

— /vfc iwf^^i^f § 0 _hiE^«t « ems i ~ 3 



^btit Miffs ttr^^vlf fcftfil^^ n 7;y^/H-etft$ 



^ ^/vyj^fSs yr;i x i&mr/p^^^^-M, ^v^f^m^, sS-a-b 

[5£4\ a te^Lgfi^ - (CH 2 ) k -> -O- (CH 2 ) k~. -S- (CH 2 ) k 
-^fcte-N (R3) - (CH 2 ) k-^s k 1 ~ 5 (T^ifc £ N R3 f^TK^Jm^f-^ 

f l^rp, a }tmm t m l^MVk-V & V ^ ete-S (O) -^fcU- S (O) 2 -£, 

fMT/Vdr/l/S N h!J7;^a^f;H, - (CH 2 ) m -b^7c:f*-N (R4) - 
(CH 2 ) m -b (5£i=K b ^BufBilKlC#^-efe «9 , R4 feTkmm^titz: 



Tjv3v/vm%, m«i~5 (Dmm&Mukir z>) zmyn-tzi x^&ti&m, 

a-g-h [^"K a «tufa^inc#^-efef9, g»-C (O) -^fcli-C (S) 

=3r7l^ {MT/I^drv'X, - (CH 2 ) n-b^7t«-N (R5) - (CH 2 ) n - 
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25 



T?*>5) SriS*i-5] 5$-a-N (R 7 ) - e-f (5£*K a, e 

-^£tt&^ -£tcfe£:- (ch 2 ) p- j - (ch 2 ) q -b (se^k j r± 



10 £5 



_hS5 



15 T&£V\ 



— jks: (xiv) fcssv^ B#o«^-f-§ rg^^LT^-c^ £v\ 6i 



— (XIV) }£*5V^ Zte, -N (R2) -£rlcg£i-§ 0 R2ft, m 

B^fc«fcT*C^as^LTV^Tfc <fcV^&g£ Mill ^n^Jj^ 
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5 — ^ (XIV) {C^T, Yf*. 
— C(R 3 )— &tzlt N 

<5 o 

— (XIV) ^jb^T, 5£»K Wtt¥^*fc«:-CH=CH-Sr, xra- 
10 N (Ri) -^Tbf^BfelSim^Sr^^^fNc-rSo RMt R»i:PI— SSfcttSfco 

±|B— (XIV) ttljSV^T. Ri % R 2 *5 £7J*R3MtM£Ali. B^*3 .fctf 
15 *^T?fc?>o 

Aittf^UTV^^ J^Wfe^©^^© r^v/^nT;v^;vlj H ^<Pri 
3 ~8 nr/v^vl^Mb, tu^co rc 3 _ 8 ^^nT;^;vSj i: 

CO \C 1 _ & T^7V^-^r^\ tm^M$KX&% 0 
AMs BSt^t^c^s^LTi^T^ X^^M^Mcomm^co t®MT ;v =i 
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Blkmfg 95/07276 (WO95/07276) 33 J: 7J?/ £ «#H ¥ 

7-165708-^-^ (JP7-165708) MfBife $ ^fc^fifeic £ o T^^t-r^ - £ 

— $x5£ (I) ^^V^X, £f ^ UWb-^f*. tuxliCD E7070 3cfcf£ E7820 X&5 0 
E7820 i« N N- — < ^ K— A'— 7 — i )V) 

- 3 —*sTS 5: K^fV^V^ -^cDlffag^Sr^T^^ (X) 

-To 



10 




(X) 



E7820 



E7820 W\ <^^I(D^fe-C$l3t-T?t. #U^l«\ Sl^^lfl^ 00/50395 f§rs<l/7 V 
S> h (WO00/50395) ^fB^^tL^^^^^oTM^i-^- k^^tZo 



15 



j£ N =r/N^@| N -^W^SI, 
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gift ft bTV^t>£V\ jgE^to tt* jftllfe* «^7kf P^J © V vf *> o 

10 ^ v^m4k&&&£f&-rz><k&%o%:'b&^-rz> 0 



2. jfiLffr^PU 

Xlbtitt, mztemfeStift^o ifo.f ; ff£Pi.*to«i3:. M*-t£, VEGF (jtfMfrt 

20 ^rMif^IH^ 1 : vascular endothelial growth factor) RH.-$4feK (Mi^ VEGF , 
receptor kinase PE^^Sf. £tl VEGF (Cancer Research., 55, 5296-5301, 

1995)). FGF (SlIt^BJM^ilig^- : fibroblast growth factor) WMVa'SL (Mx. 
tf, FGF receptor kinase PJMH&Sn #C FGF trL$£ (Cancer Research., 51, 6180-4, 
1991)). PDGFCjfiL/h^RfeJ^iiJfiH^ : platelet-derived growth factor) PJ-^^IC 

25 (MX-&, PDGF W ± $ — i ifPE^^JC (J. Clinical Investigation., 

111,1287-95)). -fl/T^V ^Pl-W^Sf (M?U2\ avj33-TV7^y ^paw^sc. 

a v j3 5 >"7^ ^ y ^PWi^fC (Clinical Cancer Research., 6, 3056-61, 2000) ) . 

P^lH'|4PJ.#to® (0H£.J£% IL-12. Trombospondin-1, Endostatin, Angiostatin 
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(International J. Cancer., 78, 361-5, 1998) , COX-2 Pfi^lf (Annuals of N.Y. 
Acad. Science., 84-6, 1999) K v Ml y^^^ ^ n/nf >f y|i|ftS 

(International J. Pancreatol., 21, 1-12, 1997), * <DtimMW£. ($I;tf*\ 
farnesyltransferase fS-W^Ks —Wt{kM3t&&fa9t* Tl/*Jjr t r^*/^W@kWm 
5 mM^%, HMG-CoA reductase MF*b$t N Vascular Target PE^^jf. * ^3r~ 
% S ^Zffjr—'&mMM (Science., 282, 1324-1327, 1998)) £5 # S> if 
b< fiVEGF receptor kinase PJ.#^fC> #lVEGF#l#\ FGF receptor 
kinase mW&'MM FGF tntffcj&S fc If £> ^ «fc 9 b < VEGF receptor kinase 

10 ( 1 ) VEGF receptor kinase PE^^ff 

*BKl-*5V^T. VEGF receptor kinase PW^Kf*. 

— j^^: (XXIV) 
R 4d 

Ad "x d ^ Y Y^R 5d (XXIV) 

° 

15 (i) A d 




(55 *K R ld ' ^-V'-V'-V 3 (5£*K V 1 f4g^ ; Sr^"L.-CV^-C 1 fo«tV^ 

c^eT^i/yMSftts ; v 2 «, ^jHf^ N wtmrn.^-, mMm^. 

0 2 NR 6d -tt$tl6l, S-NR 6d S 0 2 -tS^ix5S, ^-NR 6d CO 

litJIC^\ BgyS&^bT^T t £l^C 1 _ B T/l'^/l'g*;fci*if:ife&$r^-b-CV>T 

25 V^fc iV^C 1 .,7^A'£x g^££^LTV^t> J^C^T/l^-yvK, 
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UTV^Tfe J:v^ 5 ~ 1 0 



pry — 71^36* 



dr-^/VS. g^S^r^TU-CV^T^ £V^C 2 _ 7 T7V=^i/#7l^=7l^3;fcJ35£- 



1 OMf 



g^Xtr^LTV^T^ J^C^TA-^—/^, fHfe^&^.LTV^Tt) £V^C 3 _ 
Ltv^t) £w 5 ~ l ol^ro7D-;H, g^^^r^Tb-rv^-c^ 3 ~ l 



& £V^C 6 _ 10 T y — /l^ff^X^r^bTV^T^ 5 — 1 Oi^fn7y — /V 



5 ; 
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t^;/S, tti?rf Ltv^tiv^y-Ci.eT/^r^ys, i 



15 (ii) X d 
(iii) Y 



Mttit itmnm^- &M&ir % 



R 



7d 



,8d 



R 

.w! 



3d' 




.7d 



w 




W 1 N 



X 



,3d 1 




> 




R 



3d' 
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;U^n;H f t fi^ - C O N V d 1 V d2 (5£<K V dl *3 £TJ?V d2 te. ^rtb^ 



-e*§tb5K^«*-T5 ; 



(iv) R 4d 



(v) R 5d 



/V; 



— j|§:5£ (XXIV) ^Se^M^^te. 09)fcHU HBH 

^if 0 2/0 3 2 8 7 h (WO02/32872K MB^f^B 2 0 0 4 

/0 2 0 4 3 4 ^-^>-:7 1/ y b (WO2004/020434) , Sli^llil 2 0 0 5/0 6 
37 13^>'7l'yf (WO2005/063713) fcfBic $ tLfdfr&Hc: «fc o T^ati" 



K^joV^T^ VEGF receptor kinase P£ : 
— jK5£ (XXV) 
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R 3e R 4e 
O 



(XXV) 



x*mt$tiz>fc&m%:m?z>z.b (XXV) — (XXIV) 

i 



(i) R le 
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^f;V7 5K (£JtT. TBAY 57-9352J h%^0o m^^MM WO01/23375 



/^7i/s/ h ) (^:(xx)#m) s 
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O 



(XX) BAY 57-9352 

(18) N- (3- hV 7/^n^^-4-^nn7xn;V) -N'- (4- (2 

TBAY 43-9006J t h 5 0 Cancer Research., 64, 7099-7109, 2004, Organic 
Process Res Dev., 6, 777-81, 2002.) (5&(XXI)#B§) . 




(XXI)BAY 43-9006 



(19) 4-T5/-5- ~77V$~xi — 3 — (6- ( 4 - * <?;V- v 5 ^- 1 
-4>v) - lH-^^X^ 5: ^V— ;v- 2 — f/v) 

>- (WTs rCHIR258J t&V^o Clinical Cancer Research., 11, 3633-3641, 

2005.) (^(XXII)#flS)> 

/ — \ 
N N— 

\ / 

H 

(XXII)CHIR258 

(20) 4 - (4 - ( 1 — T 5; y - 1 ^-;V-=nf-;V) - 2 - (4 

- (2 —^e/vfc v is— 4 — f /v-m^v^) -7x^vT5/) v^y- 

5-*/V#-HI^ (KTv r JNJ17029259 J £ h 5 0 Molecular 
Pharmacology., 66, 635-647, 2004.) (5£(XXIII)#H8) ^ 
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(XXII l)JNJ1 7029259 

(2 1) [6- [4- [(4 — xf/Vt°-<7 — 1 — fAO ^/Kl 7x=;W] 
-7H-t°nn [2, 3-d] fcf U 5: >- - 4 - -T /V] - ((R) -1-7^=- 
/P-rc^/v) 75y (J^T. TAEE-788J i:t>V^5o Cancer Research., 64, 
4931-4941,2004., Cancer Research., 64, 7977-7984, 2004.) (5£ (XXVII) # 




(XXVII)AEE-788 

(2 2) 9- (1 -^^-;v=r. Y*^) p<^vv-12- 
A-) -6H,7H,13H-^VfV [2, 1 -a] t'nn [3, 4-c] 
y — — 5— yfrls (WTs TCEP-5214J ir%V^5o Journal of Medicinal 
Chemistry., 46, 5375-5388, 2003., Cancer Research., 63, 5978-5991, 2003.) 

(5£ (XXVIII) 




(XXVIII)CEP-5214 



(2 3) N- (2, 4-^7;Wtn7xn^) -N'- {4-[ (6, 7-t>*h 
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TKI-8751J i %V^5o Journal of Medicinal Chemistry., 48, 1359-1366, 
2005.) (5£ (XXIX) #88 h 




(XXIX)KI-8751 

(2 4) 5-[N-^^/W-N- (4 ^^->/V^-^ri/^^^/lx) T-fe^/kl 
75y-2-^f;W^^y^ T*yy¥ (fi*T> rvGA-1155] £&V^ 
5o Anticancer Research., 24, 3009-3017, 2004.) (5£ (XXX) #HBK 




(CH2)i7CH3 



O^OH 



(XXX)VGA-1 1 55 



10 



(25) N- [4- (3-757-1 H — i l/^^—lV- 4 — f ;V) 7 zc~;V~\ 
-N'- ( 2 -^A^u - 5 <f-;Vy =c=-;V) ^ 1/7 TABT-869J i 

^V^ 5o Proceedings of the American Association for Cancer Research., 46, 
1407, (Abstract 5981), 2005.) (55 (XXXI) #fig)> 

O 




(XXXI)ABT-869 



15 



(2 6) 6- [2- (l-^f;V-lH — f 5 ^i^— JV— 2 — 

/V) -f-^y [3, 2-b] t° P v 5 ^- 7 -^AoT^] -^O'^ [b] ^-tf* 

7 3; >- - 3 - % ;v tf? * */ ]) y ? T v- y K 5 K (KT, 

TAG-028262J £%V^5o WO03/06462, US2004/009965) (oft (XXXII) # 
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10 




(XXXll)AG-028262 



(2 7) (R) -1- (4- ( 4 - - 2 - ^ f/V- 1 H-'f ^ 



5 — >f /V^-dpV) 



^^•/Hfnn [1, 2-f] [1, 2, 4] b P Ti?^ 



-6--T/V^-^-» 7"n^y-2-^;V (&lTs TBMS-540215J £&V^5o 
Proceedings of the American Association for Cancer Research., 46, (Abstract 
3033), 2005.) (5£ (XXXIII) #li) *5«fct^ 




(XXXIII)BMS-540215 

(2 8) (S) - ((R) -1- (4- (4-7;Vtn-2-^f;k-lH-^y 
K— As— 5 -^/V^-^i/) -5-^f;Vt°nn [1, 2-f] [1, 2, 4] h 
V Ti?zs— 6 — f /l^^ix) /n^y-2-t-;v) 2-7^y/n/Vi — 
h (KTn TBMS-582664J t&V^o Proceedings of the American Association 
for Cancer Research., 46, (Abstract 3033), 2005.) (*S (XXXIV) #J$) 




(XXXIV)BMS-582664 



15 fcJfSraifctfsr. 



SU14813. OSI930. TKI-28. ABP309, BAY 57-9352, BAY 43-9006, CHIR258. 
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JNJ17029259.AEE-788.CEP-5214.KI-8751.VGA-1155.ABT869.AG-028262. 
BMS-540215 33£T$ BMS-582664 W\ 45t^<Z>*"ifeTf3R3fi*t"5 - t ^"C^ . M*. 

^fc N ^^K^&V^T. VEGF receptor kinase 131.^^51 f 3: . BIBF1120 
5 (WO01/27081). ZK304709 (Proceedings of the American Association for 
Cancer Research, 46, (Abstract 5842), 2005.) . Exel7647 (EORTC-NCPAACR 
Symp Mol Targets Cancer Ther., (Abstract 134), 2004. ) . AMG706 
(EORTC-NCI-AACR Symp Mol Targets Cancer Ther., 2, (Abstract 151), 
2004.). GW-654652 (Blood.,103, 3474-3479, 2004.. Proceedings of the 
10 American Association for Cancer Research, 44, 9, (Abstract 39), 2003.. 
Proceedings of the American Association for Cancer Research, 44, 9, (Abstract 
40), 2003.) .GW-786034(Proc. Am. Soc. Clin. Oncology, (Abstract 3054), 2004.) 
fc£«raptf5£fctfST?#5o BIBF1120. ZK304709. Exel7647. AMG706. 
GW-654652 *3 £TJ« GW-786034 te. ^©^Ss-Cj43fi*f5 - t Z> 0 
15 $ b^. ^^KM&V^T.VEGF receptor kinase PJ-^^Kte. 0!l&.fi£. trC VEGF 
U^zff — ffifc&m? 5- fci6S"C#5o ^ VEGF U^yf—ttm-t, VEGF Wir 
^^-^7c^^(D^^W>t^SlfPtt^^ri-5^Lf*-T?*>So *tl VEGF Vir^^-^L 
VEGF wt/^-?riiL^t5rK% VEGF ©Jfctf rt&*MS#J*i& 
tt^Pl^i-S^fP^-efcSi b&&& UV\ #CVEGF V-fe^°^-trC#:«. #p 

^ y *^^tt<KNJ:|&j££;rLftV\, ^fc. irCVEGF U-fe^^—^L^fi, trL^coifii 
*fcHc— *0{ffifcX*$boX-k (f^<^ VEGF 3ft FGF#Cf£<£>fBic£: 

#l VEGF W-fe^^— £Lffcf2^ 0*U<tt 2C3 antibody (US6524583, 
25 US6676941). IMC"1121b (US6811779) . IMC-18F1 (Proceedings of the 
American Association for Cancer Research, 45, 694, (Abstract 3005), 2004.) . 
IMC-1C11 (US5747651). IMC-2C6 (Proceedings of the American Association 
for Cancer Research, 44, 1479, (Abstract 6454), 2003.) & if Sr^lf 5 - 4: 3 s "? 
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2C3 antibody, IMC-1121K IMG18F1, IMOlCll, IMC-2C6 fcfc, <k£n 

( 2 ) FGF receptor kinase PJIW^R 
5 ^^Ki^V^T, FGF receptor kinase $LW$)Wt UTf'i, 1- [2-7^7 
-6- (3, 5-i^7 fdf-v'7x^;V) -t°y F (2, 3 - d ) t° y 5 v 5 ^- 7 
-^f/V] - 3 -tert-y^/V-^ V7 CB*T, TPD166866J tfeV^5o J. M. C, 40, 
2296-2303,1997), 1 -tert-^^VV- 3 - [2- 

(3, 5 -s^ y^*/-? zc~;v) -t°u k (2, 3-d) t° y 

10 5 v^ - 7-^/H^W7 (£*T> TPD173074J 5 o EMBO J., 17, 5896-5904, 

1998) as*5P*LV\, 

PD166866 (J. M. C, 40, 2296-2303, 1997), PD173074 (EMBO J., 17, 
5896-5904, 1998) W\ 4^*l©^feT?3tt5ft*r 5 -t^t^So 

15 VEGF receptor kinase PJ.^^SC'Cfe 7J? FGF receptor kinase BEL 

^fc^o tf5_LiB receptor kinase Pl^^lfte:, ZtihoMM^Rjfc 

m-m-isfh^^-k^-r^o mt^mt w^n m^m, n^x*®^, 

^So tM)7^ # y t7*>&fc}*<OTA'% V & 

7>y, h y xf/v-7 5 t°y t°=i y >\ p^v-^t?; v n n, 

^fc, VEGF receptor kinase Pl^^fC^? fe 5 fls-^«f*3 <k FGF receptor 

^ kinase PItftf T'fcSft^fix «H7K^"Cfco T ± < , TkfP^ft if 
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i 
| 

j 

5 »t 5 VEGF receptor kinase Pfi^^Jlf *3 «£ FGF receptor kinase PE 

§8 fc*5»t 5 -bIB receptor kinase PJ.W#3jftes ^ffcrt^SMfeU 3155 , ^Mjm-s 
f&-£-&if©ftft<lrSl*<5 VEGF receptor kinase PJiW^Sf^ j; T* FGF receptor 
kinase RE.W&SC£r %^-^i~6o 3;fc£ b&C &fc$3 it 5 _h|B receptor kinase 
10 PRW1Mte\ £#rt"T*BMtU ^Stc. ;ta3fc3H¥fcif©ft»&gfr-C VEGF receptor 
kinase PE#^ If Sr&J^-f" 5 4t&%}33 £ Xfi FGF receptor kinase Pfift^it ^^J&i - 

(3) #bVEGF£tfts #C FGF inlf* 

*^M^*3V>T N #l VEGF Ltft, VEGF SrflMR L-^-f- 3 r. £ t\ 

15 VEGF <Dfa&fo&LMJ&Mtet&&&®-&1rzq*m&ifc-VtbZ>Z. t jWSs LV\ 

^Kfc&V^ ift VEGF it^^L FGF *K U * n — f /HftffcT? 

20 P£^£*vf , M^.«\ IgG (IgGu IgG 2 ^ IgGa. IgG 4 h IgM, IgA (IgAi. IgAzh 

igD rnttz igE <d&m<dt4 y?^^&^f-f-z> - £ 5, 

tS^i^t^?) (Antibodies: A Laboratory Manual, E. Harlow and D. Lane, 
ed., Cold Spring Harbor Laboratory (Cold Spring Harbor, NY, 1988)) 0 

1 5 r i ia !) It ^ i 5o ftHS (VEGF ^ 
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felt FGF <D—lRti1tli3L£M&iStt) fem^tzmWfc, Flx.ff^7P^y h7 

•t-5b mmt£B&%mmvfrm^i®frn]k&ft^, el i sa^^ 
^^^m^j^-t^ ^ t f>m& lv\ 

y — ^V^fei UTtts E L I S 7 ^^-f A / 7 y t-f ^ 
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~T;V%iVf(D— gR^<Dfgi$£#g£b. ^ffc^Hcite F(ab') 2 . Fab\ Fab, Fv 
5 (variable fragment of antibody) N sFv N dsFv (disulphide stabilized Fv) $?<5 
W3:dAb (single domain antibody) m&mfb*h% a & <bfc^ ;£3£ej-CJi 

t Mfk^fr^t h#L#:-C*>&V\ t: f#C#:«, ^S^^t h<£)^<£)£ 

10 

15 ;£Bsm-£^-r, x/^yr^ ri. ^/v^^tk 

U< « LY186641 t> U< &3 LY295501. (2) — (II) ^£^5^^, 
;£ L < « LYASAP, (3) LY573636 (5£ (III) ) ^ (4) CQS (^ (IV)) :££t^ 
(5) — (XIV). 0^ b< «E7070 ^ U< « E7820 ^biim$tL§^^< 
20 t % 1 o^'fB^i^^fc 19 , J; «9 03: L< it LY295501 *5 «fctF LY573636 ^fe31£R. 
&*L54>ft< £ % 1 o<D{!^^^£><9 , b< LY573636 <D~T h V V ±» 

ffe*\ ^^K^&V^, ^/V^^T^ K^M^^^ 0* b< E7070 ^fc 
te: E7820 T?fc6 0 

$5 9-t?£>3^ N #!j>U£\ (a) VEGF receptor kinase U^W., (b) Jtl VEGF #C 
(c) FGF receptor kinase iM^lf, (d) ^FGF^tfeSo 
^SH^&V^T, (a) VEGF receptor kinase P£#^Jf f£,M;U3\— Jt£^(XXIVK 
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5£ (XII). ^ (XIII). 5£ (XVI) (XXIII) (XXVII) (XXXIV) 

VEGF receptor kinase H.$#JSt«. 0 * b < H:— (XXV) * fcfci— AS^ 

(xxvi) -e*£ tizit&mxfo 9 % i!J0tt< jR^: (v) */tri— JR5£ (vi) 

5 •C^StbSflS^'CfcD '. * ^0 * b < {4— (V) fc^tLS 4 - (3- 
b^i/— 6 -dp-/ !J isXA'tf^y-S. FXhV . #}££f1= b< J3 4 - (3 xi xi 

-6 - !) y*;^>t 5 K©y ^y^^It^So 

10 V^T. (a) VEGF receptor kinase iWt^lfte:. 0* b < (XII). 5£ (XIII). 

s: (xvi) (xxm) *5<t^ (xxvii) (xxxiv) a> e> a** £ ft 5 ^ 

Jfe < t> 1 o-e*$ ftMb^T?fe 9 . $ b fc:^* b < tt KRN951 (5£ (XIII) ) . 
AZD2171 (55 (XIII)). AG013736 (5t (XIII)). SU14813 (5* (XVI)). OSI930 
(5£ (XVII)). TKI-28 (5£ (XVIII) ). ABP309 (55 (XIX)). BAY 57-9352 (5£ 
15 (XX)). BAY 43-9006 (5t (XXI)). CHIR258 (5£ (XXII)). JNJ17029259 (55 
(XXIII) ). AEE-788 (55 (XXVII) ). CEP-5214 (55 (XXVIII)). KI-8751 (55 
(XXIX)). VGA-1155 (x5 (XXX)). ABT-869 (55 (XXXI)). AG-028262 (55 
(XXXII)). BMS-540215 (55 (XXXIII)) *5 BMS-582664 (55 (XXXIV)) 
fl»fc>»#l£ftS^fc< £ ^ lo<D^#)-efe5o^^ N ^:B5ai-^V^T. (a) VEGF 
20 receptor kinase Iffl^MfoSCWu Mill fiVEGF W*/^-KftT**)5. 

*^^^*5V^T. ( c ) FGF receptor kinase Pl#^««. b < tt PD 166866 

^fc{*PD173074*e&5o 

(i) ~-^a)Xm£tlZ>ik&%). — ^ (ID ^*£ft5^1^. LY573636. CQS 
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i£ fc E7070 tsk i gm*km.myoMb<Dm&-&fr-&, fesi^r* 

(ii) — $£5£ (XIV) X^IStb&ik^mt VEGF receptor kinase Um^WbcDm.^ 

(iii) — jR^ (XIV) VEGF^#fc©*&3^fc>* 

15 i~6 0 

20 Wfr^PJ-W^JC^^^^S^Ji ^-atP^ry b"efcSo *M©^yM^ 

PB^$tb^v>„ ft^^iiiitit liii m^-ry/^^>- (cpt-iik ^ 

^t!J^9fV (oxaliplatin) N 5-7;Pto^7^ (5-FUK Fir^^lr/V- (^ 

^ y ^_^ (mmok w^^tv (-^oiAif— (^^^)). 
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15 



20 



25 



•T— f#/Vv">^ ( n >f = sj? y f K ff^J^—^ (Iressa ^;Vn 
(Tarceva (S»f&SQh t^^rW^ (Erbitux (Sftj&l) i^^mf 

^-e&tK fffitjfcs^i-Sx ^7^f=y, -fey^v^^ 



r>ih^\ ty^ -7^, 4^, f-/v?fcir) fc*tu-c> S^tSii 

?L-IS, mm, *J»*n /hJ»^ , +— Jili©*, ^11* E 

its. ws. ra. tu^ns. j f-s«> ¥tii^ m 
mm, mm Win mmm, mmtomftz) texxf*? 

otS4!l, ^fcRKJfeSftftV^ ffiS^A (f« 6 OKg) 1 Sfefc<9 10-6000 
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mg> 0* b< W: 50—4000 mg, & £>*£03; L < fi£ 100—3000 mg t> , 

&mi% 101-3 miz.fr Hrx&^-tz r t #-e# s 0 

*3SM<OKlHJia^**3J:r^/*feW:^ry VEGF receptor 

kinase Wf^ffte, #&-P&^£ *L&V^$, IMA1 Bfcfc«9 10—6000 mg, 
5 0* b< » 50— 4000 mg, $ h KM * L < 50— 2000 mg "Cfe «3 , ^frLSrilflr 
1 P l~3tU^^^Tig#i-§r 

£ 7c, ;£3&Bli<Z)Eag&J$4fe& it^/*fer4'¥y b SrftitSI^, FGF 
receptor kinase PJ.##?3f te, § fr&V^ IfiA 1 0 fcfc 5 10—6000 

mg. 03; b < » 50— 4000 mg, £ 6> fc^* U < 50— 2000 mg V , itb^r 
10 If 10 1~3 0l^(ttg^f5r^^-et5o 

^K©^jsa^*5i^/-*/cttdrj/ h^M-rs^i^, ire vegf £tf£f*, 

«N£f&5£&*bfrV^ 1-6000 mg. U < ft 10— 2000 mg, £<b 

b< 10—1000 mgtfcDx m^rilS 1 B ^ "b lir^cl~3H^t§r 

15 &&mv>m%§M.i&®i&£xfi/tzi£ft*ry b^mir^m^ & fgf ^cf*?*, 

igHcPS^tb&V^, ilf 1-6000 mg, 0* b< fi 10— 2000 mg, & bfc&ti 
U< «: 10—1000 mg^fe 1 ?, c;ti£MSl Bj&>£> ll^!^l~30t#f5r 

fffitS^/^^T? K-a^^CDi«, #fcRKj£&*V?\ VEGF receptor 
20 kinase P1#4^SC, VEGF tft-ffc, FGF receptor kinase Pfi^^jR^ 7c »irL FGF 
^#:£©4l-«r<^;^:b^U:J;oT^fc5;&5 N iiH VEGF receptor kinase 
PfiW^JC, ^lVEGF*tl#:, FGF receptor kinase RMMfeSft* 7c f4#t FGF 
^o.oi~ioof& (M;Jfc) T?fc5„ £ U< f*^J 0.1-10^ (fiiit) T? 

25 111 ©E^I&riMfe fit* m*<Dffll&, itSgPffllfSi, *fcttffiH*!L 
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K g|t;VP-x, — S^b^*^^ i^JtLt«, MxJ^ytf-A- 
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10 ft(OH^^HfiftSit^^t^ SU^oM^fU^^Bt^fM-t"^^ 
*7t, ^SJ^yMl (a) ^/l^^^T^ K-a^^^i^JfiL^ff^PJ-^ 



fd^iLWff^H-^ffl^y b £ ttflt'fc5„ iufE^/i^^T^ K-a^^^ 
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* tc ttSU * A# ts-^-r 5 r £ «r #m i~ 5 ft © ^ % L < * it Ji 

5 S o 

MMM 1 DNA -^-f ^nTW M$r 
10. 1) SUMS**, *s <£ t* RNA ©» Hi 

1^5 fcf*:*:J§ftft5fc#IBll&tfc HCT116 (American Type Culture 

Collection, Manassas, VA, U.SA.) *3 «fc h^ife^S^IS^* MOLT-4 
(American Type Culture Collection, Manassas, VA, U.S.A.) &\ 10 %©J&JE 

15 4Mfir?i > 100 units/ml <D^==.*S ]) >\ 100 n g/ml ©^ h ^7° h W ^^tr^P L 
7c RPMI-1640 Wt»-t?^*U7b 0 ^tfej;W^W«5%^ 37°C 

mWSE*tbfc>f I'dp-a'*— * — rtT?fr*?*l//to 10 cm#<£>&BIftig L #'7 2 V yVaKl 
2.0x106 M<D#J^-e HCT116 JlWllfriS it* MOLT-4 ^Bfl&Srff 24 R#ffflJg2i& 
\z. T (Dik&VotQim o fco 

20 HCT116jRBJ&fc:WUTW\ E7820 (0.8 ju MX E7070 (0.8 At M). LY295501 (30 
/z M). CQS (8 /z MX adriamycin (0.2 n M). daunomycin (0.2 » M), ICRF154 
(80 AtM). ICRF159(80 a* MX kenpaullone (10 At MX alsterpullone (10 /iMK 
trichostatin A (0.1 At MX rapamycin (80 n M)© 12 -ffr^HfeSrfMfi L7c 0 — ^ 
MOLT-4 jSBJfel!lBBL.*CW: N E7070 (0.8 n M)S:ffM5 L7h 0 adriamycin 33 

25 J: t* daunomycin W: N DNA <Y > $ — # V — V a ^t5l« DNA 
topoisomerase II Pfi^Hk ICRF154 SS-ttJ 5 ICRF159 catalytic type © DNA 
topoisomerase II PEL iSF ?fJ kenpaullone ^ i ^ alsterpullone fi£ % 
cyclin-dependent kinases (CDKs)PIL^^lL trichostatin A te.histone deacetylase 
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MtfSU rapamycin it, mTOR/FRAP UWMt tt, ^tl^;ft4Ha<^1^^fc 
(WST-8 &M^*i 3 0 ra©«ltmWf!l^tt^^<) &mmZ-Z:(D 3 ~ 5$F© 

HIi& bfciNBJ^ «b <£>^ RNA ©ttmte. TRIZOL f$!l (>f ^ tf h n S?* ^#34) 
& m V m # © ^ MA ^ o T fx o 0 

» 

2 ) DNA T'f & uT 5«{^3§?M#T 
10 ^btifc RNA 100 n\<D diethylpyrocarbonate (DEPC) ^Mt* Ufc^^7K 

£ b \Z. RNeasy % 9 (QIAGEN) SriBV^Tttilb. Superscript Choice 
System (-f ^ tf f a v 5 ^ ^*±§£) *5 £ "0* T7-d(T) 24 ^7 V^T 2 «l© 

cDNA £r£-$cU7c 0 

* T 10 m g © RNA 5/tM © T7-d(T) 2 4 :7 s 7 ^~ . lx First strand buffer. 

15 10 mM DTT. 500 n M CO dNTP mix. $° £Xf 20 units/ m 1 CO Superscript II 
Reverse Transcriptase &M?t, 42°CKX 1 B#Fp5,RJS £ 1 DNA ^r-^^U 
fc 0 W. V ^ *C Jx Second strand buffer. 200 n M <D dNTP mix. 67 U/ml DNA ligase. 
270 U/ml DNA polymerase I. *3 J; 13 U/ml RNase H £r»n UT. 16°C 
B#Fh1S£S § 2 ^0 cDNA ^ UTCo 67 U/ml T4 DNA polymerase I 

20 WLt, 16°C^T 5^WSJS$^fcm. 10^1 CD 0.5 MEDTAlriOxS^^ 
#ihUfc 0 

#&.tbfc cDNA ^7x/-;W^nn*^^t"CiSU, RNA Transcript 
Labeling Kit (Enzo Diagnostics) MV\ ^#coSf^&^^o T. tf^^Wfc 
UTP /ifcW: CTP ^^WbKiS^^Tofeio SJS£j&#j£r RNeasy 

25 }-T*fSm. 200 mM h V pH8.1. 150 mM BfcBft^^f * 50 mM It 

y 17 Acf 3 "^ 94°C^T 35 ^FsWDiLt cRNA SriTK^b L-7c 0 
Wrffit Ufc cRNA tr. 100 mM MES. 1 M sodium salt. 20 mM EDTA. 0.01% 
Tween20 4 I . 45°C^T 16 H#Fh!. GeneChip (Affymetrix) Human Focus array 
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K^yf^]} ^/fXSffc, MT'iJ^Xf, GeneChip S3: Affymetrix fluidics 
station b =r Midi_euk2 it^Jfe-fe bfc 0 ^fc-fefcra 

tfctt&JBV^l/fco ^fef © GeneChip & HP W &&&&&& 

5 (Hewlett Packard) ^r^Sl^T*^ ^ $k%M'&L&Wfe\s1t. 0 Mfefe, 488 nm 

<D$.MX excitation £r?TV\ 570 nm emission Ufro 7c 0 

J^i^T*— *fl¥#ffii:£*C GeneChip software (Affymetrix) fettle Gene 
Spring (Silicongenetics) SrJlV^T^fofco GeneChip software £JiV ^Xik&Qo 

10 IHI-C RNA ©J&MtfS 2 ^^_b^HUTV^a«^^-oi: N ^©Jt-g^^^SS^^" 
icf-' r^pj fc5V>» r^^j Lfci^lJiff Ufc 0 Gene Spring £:JiV^T. 
^^S^^i-§5t^^-^5i^f[-(D«Mtt^fF'fffi-t-5^fc^. Human Focus Array 



HCT116 JjWSaopgS 7 * y y^«¥#f B 1. fc** bfc 0 

15 ^tf^/^^N IH — CDfisffi^lff Sr^Ti"5 adriamycin *3 «£ tt daunomycin. 
ICRF154 &J;tt ICRF159. Kenpaullone 3o<£tt alsterpullone tt\ ^tl^tlM 

E7070s E7820, LY295501 43cfctt CQS tt N M^jfriS^-^ffc^l #E £ bfc 
20 (HIl)o iot, ^MWleJ: »9, E7070. E7820. LY295501 *3 Jztt CQS 13> 

HlfeM 2 DNA W ^n7K fi?*f 
25 *ISEJfiMT*fi HCT116 Ifflflft&ffi V^T, E 7820 (0.16 ju M\ E7070 (0.26 # M), 
LY186641 (59/^M), LY295501 (24^ M). LY573636 (9.6 n MX CQS(4.0/zMX 
MST16 (lOOjtiMX etoposide (3.6 mMX sthoxzolamide (410 ^ MX capsaicin 
(280 ix MX trichostatin A (0.16 a MX kenpaullone (7.1 nM)<D 12 ffc-^^gka 
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n MST16 catalytic type © DNA topoisomerase II PJLilF^lk etoposide 

it. cleavable complex <Dj&$,&Wi^~t~ & DNA topoisomerase II P-RH^k 
ethoxzolamide Y£ carbonic anhydrase PJLiS^k capsaicin tumor- specific 
plasma membrane NADH oxidase PJ-W^J % trichostatin A \~± histone deacetylase 
RUFj&k kenpaullone cyclin- dependent kinases (CDKs)IW£!l £ UT, ^frb^ 

te-s-ftgLsai^wu ofb-s^© HCTH6 %m&fcMirZ) 5o%mMmw^& 

(mtt &J^fc3 B m(DMmmM$yM?£ , mz.^<) SrSSPte. 2 ffiF©* 

MSrHIllXLfCo &1t* ik-&m%n7L-f\z. 24 ^M** UfcMt> BWtelElJfc L 

^mfeM^^-i^^^/^i-oV^-C duplicate T^tV^ (^^C0^1:_h, -^tl-e^CD 
i^^^/V^ISSiJ-e^ <5 J; 5 control-^ control-2. E7820-1, E7820-2 <£>^M-X? 

GeneChip (Affymetrix) system (Human Focus array) J Sr£§V , »T4Hb'tH& <£>^^ 

*«M-e#fe^7b 26 H (control+12 fts£^<£> 13 ^V7°/Px2) <7>.cel 77 
/V td^- U RMA (robust multi-array average ife(Biostatistics(2003), 4, 
249-264)) ^rjfijfl^ :7°n — :/ I^/l'TfflJjE&^MfrfbSrfTo fc#. jtfc^-W-W 

6 S/^vV'B&g© o i^'fit^ fcflS^tbJfefeaP (control- 1) i-^tf 3 
<£>n^Htr3l# N control- 1 fc^tSft^Mai© v^^/Wfctf) n ^flt?r#fc 0 

#i^£r& £ UPGMAife (Unweighted Pair Group Method with Arithmetic 
mean ifc) «fc 9 ^IKl^ U isfWR 3) Q control-2 ieioV^T%, 

lnlil^l+^^ ; fTofc(|ll4^ t ttJ«0 5) o f fflLlfcy7 h!)x7ft R 

2.0.l(http'//www.r-project.org/)^ affy package 1.5.8(http7/www.bioconductor. 
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org)"t?fc<5 0 

m 2 ~® 5 M^T. TLY1J it LY186641 TLY2J LY295501 £r N l"LY5J 
te: LY573636 ^ TCAU J3: ethoxzolamide £^ rCapJ capsaicin £r % TMSTJ 
(*MST16^r N TEtopJ etoposide l~TSAj J3: trichostatin A %\ TRenpJ 
5 kenpaullone ^^ir 0 0 3 £5 £ X$M 5 {cl^V^Ts Tde hclust (*, "average")] 

^W^ff&fT?^©^^^ K-T?fc«9, dupulicate (D^^^—^ (D^F^'fii^M V^T 

$?#f<£>l£JP^ E7070. E7820. LY186641, LY295501, LY573636 $5 J; TJ? CQS 

10 <£> if (Dty^ktyft (MST16 % etoposide ^ ethoxzolamide^ capsaicin trichostatin A^ 
kenpauUone) 0^o77^f/Vi *>S&5 £. £ J^M fc^i: fcofc (I2^bi5) 0 
iot, *$¥#H2: «£ *K E7070, E7820. LY186641, LY295501 N LY573636 33 
XXf CQS J3\ IH— ^fcriS^ftUBW^Sr^S ir^fxibfrK PI— *fcH:«(H 

15 

36 tl©t ^^fflJ^^^/^S^fflV^T>E7820^E7070.CQS>LY186641.LY295501 
(D|ffl^ii5B^$lJ?gt4<DffiM^li^7c 0 JlV^^jftB DLD-1, HCT15, 

HCT116, HT29, SW480, SW620, WiDr (£*_b. t b ^IISlBJfel*) , A427, A549, 

20 LX-1, NCI-H460, NCI-H522, PC-9, PC-10 (i^_hs t MW^lWfO . GT3TKB, 
HGC27, MKN1, MKN7, MKN28, MKN74 (J^_b. t hWSlBMO. AsPC-1, 
KP-1, KP-4, MiaPaCall, PANOl, SUIT-2 (&>±, t M^J»«*BJB&^) N BSY1, 
HBC5, MCF-7, MAD-MB-231, MDA-MB-435, MDA-MB-468 (£*Jb> t bSL-M 
J&tfch CCRF-CEM, HL60, K562, MOLT-4 (^_b^ t h &skffiMB$z) ©36 

25 SlT'fe «9 ^ &X<D%m&fe 10%GDJ6J£4Mfir?t, 100 units/ml (D^—fV >\ 100 
ju g/ml b b W ^^SrSSiBU^t RPMI-1640 JtSbSrfflV^T 5% CO s ^# 
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36 human cancer cell lines tested in 3-day MTT assays 



Colon 

DLD-1 (1250/well, 16.8 h) 
HCT15 (1500/well, 14.5 h) 
HCT116 (1250/well, 13.4 h) 
HT29 (2500/well, 19.8 h) 
SW480 (3000/well, 19.5 h) 
SW620 (2500/well, 17.3 h) 
WiDr (2000/well, 18.9 h) 

Lung 

A427 (2500/well, 32.4 h) 
A549 (1250/well, 18.9 h) 
LX-1 (2000/well, 17.2 h) 
NCI-H460 (1000/well, 13.6 h) 
NCI-H522 (4000/well, 80.4 h) 
PC-9 (2000/well, 23.7 h) 
PC-10 (2000/well, 24.0 h) 



Stomach 
GT3TKB (2000/well, 21.1 h) 
HGC27 (1500/well, 14.6 h) 
MKN1 (4000/well, 35.9 h) 
MKN7 (3000/well, 37.4 h) 
MKN28 (2000/well, 22.7 h) 
MKN74 (4000/well, 24.8 h) 

Pancreas 

AsPC-1 (2500/well, 28.4 h) 
KP-1 (2000/well, 24.8 h) 
KP-4 (2000/well, 16.7 h) 
MiaPaCaH (2500/well, 19.1 h) 
PANC-1 (2500/well, 27.9 h) 
SUIT-2 (2000/well, 15.6 h) 



Breast 

BSY-l (2000/well, 46.1 h) 
HBC5 (2000/well, 31.8 h) 
MCF-7 (3000/well, 29.5 h) 
MDA-MB231 (2000/well, 21.6 h) 
MDA-MB-435 (3000/well, 24.4 h) 
MDA-MB-468 (3000/well, 34.2 h) 

Leukemia 

CCRF-CEM (1500/well, 27.2 h) 
HL60 (1500/well, 29.5 h) 
K562 (1500/well, 20.6 h) 
MOLT-4 (1500/well, 22.3 h) 



Cell line (initial cell number, doubling time) 

5 * 1 fcMft^faJfegrC 96 £ sc/W>f 9 n^lx— h (5pJic)l^# (50 m 1/weU) N 
24B#ITO^ 3^*^*^J©ft^<feSrSSaPbfc (50^1/welDo £ 72 ITOi- 
WST-8 (10 /zl/well) ^UDt^ 450 nm ©BbkS&Sfl^ Ufc G f/h-t&ti 

&$d?$*Vbfc^L,fc 0 tSli^fitJl^ ITK^ Pearson ! s correlation coefficients £rjfi 
10 V^fc (Paull, K. D. et al. Display and analysis of patterns of differential activity 
of drugs against human tumor cell lines: development of mean graph and 
COMPARE algorithm. J. Natl. Cancer Inst. 1989, 81, 1088-1092; Monks, A. et 
al. Feasibility of a high-flux anticancer drug screen using a diverse panel of 
cultured human tumor cell lines. J. Natl. Cancer Inst. 1991, 83, 757-766.) 0 
15 ^(D^^ E7070. E7820. LY186641. LY295501 £5 itf CQS **#W1IS 
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#£Brt£<fctK E7070. E7820, LY186641, LY295501 *5 <£ t* CQS f*. ID— 



2 



5 





E7O70 


E7820 


CQS 


LY1 86641 


LY295501 


E7070 


1.00 


0.98 


0.97 


0.93 


0.80 


E7820 


0.98 


1.00 


0.96 


0.95 


0.82 


CQS 


0.97 


0.96 


1.00 


0.92 


0.82 ! 


LY1 86641 


0.93 


0.95 


0.92 


1.00 


0.81 


LY295501 


0.80 


0.82 


0.82 


0.81 


1.00 



*2«. t hmM%&m^*^fc$5tf Z>1k&mm (E7070, E7820, CQS, 
LY186641 & £U«LY295501) (Dmm&M&TFir 0 

MMW 4 E7070 M&W \C *5 \ff & 3SiHjH± 
10 E7070 Wtttl*£rJlV^-T N E7820, LY186641. LY295501. LY-ASAP t£hXJK 
CQS (Dm&^mnMffi'\£ : £Wffi^fr 0 HCT116-C9«:, t: f^:Ii«ft5f$HCT116 
(American Type Culture Collection, Manassas, VA, U.S.A.) fa fe>^8t Isfz-MM 
, £ <?:> HCT116-C9 §r E7070 #^T"t?i#^U> E7070 "MM%W\&L&}tZ--t 

E7070 Bt '14^* #s HCT116-C9-C1 £3 £ C* 
15 HCT116-C9-C4 (Molecular Cancer Therapeutics, 2002, 1, 275-286) 0 

HCT116-C9, HCT116-C9-Cls HCT116-C9-C4 <D 3 $3 & * 3000 
cells/well T? 96 P =c/^^ fu^U—h (¥J£) (50 /x 1/well) N 24 R$HQ 

3 {£»^M<^1^&^n bTc (50 ^ l/well)o £ b 72 B#^#^ MTT 
(Mossmann T, J. Immunol. Methods, 1983, 65, 55-63) £ X) tm&WUMU 
20 ME^fNffi U7c 0 ft/h-fUfe^ J: >9 ^-ISM^-T 3 50 %if MfiJP!Wift^£r^ 
#>7c 0 

^<^)^m. E7070 OlMif^WJiSttte, HCT116-C9 (C9) l-ttt IC50 
it. 0.127 ii M tfeofc 0 r tl *f b N HCT116-C9-C1 ( C9C1 ) *5 £ XI 
HCT116-C9-C4 (C9C4) Ky^-ir^^U^fl^^ IC50 = 31.9m M, 26.9^Mt 
25 foVs E7070 © C9C1 *5 .fctf C9C4 ^^-i-^lfflM^^J^tt^il^^jST-r S 
r t famW&fofr (0 6 ) D E7820, CQS, LY186641. LY295501, LY-ASAP 
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(DmmmM^Mmmz.^^x^, hcth6-c9 ^n-r^^w^ti^ti icso = 

0.080 /jM, 1-73 iuMx 33.6 juM, 10.9 mM. 1.63 /xM £> o 7c O L s 
HCT116-C9-C1 &£Xf HCT116-C9-C4 ^l-^'lite. HCT116-C9-C1 i-oV^ 
X s -^tL^ftbIC50= 51.2/iM, 634 n M, 134/iM, 111 ul Ms 113 M "Cfe <9 N 
5 HCT116-C9-C4 toV ^T.^rtV^tb IC50 = 52.8 ju M, 517^ M. 138 /jM> 110 /iM, 
90.3 MMtffcofc, UTc^oT. E7820, CQS. LY186641s LY295501. LY-ASAP 

©jteJj&KJJittiftljSHtfcov^Ttt. C9 fcSft-SJ&tefcJ*;^ C9C1 *3 J;tJ« C9C4 \zl 
M1rZ>m&)$m^lz.i&TVX\s^fc (H6). iot, E7070. E7820. LY186641, 
LY295501, LY-ASAP CQS H\ PI— SSfctt«(a©f1M!8Ms«:^r-r5 



'!l 5 E7070 BfM4t* ^ *5 § 5£f£iM* 
M4 i:^< PItlfcbT. E7070 Wtt^^fflV^T LY573636 ^fflJMWUflfiJ 
15 i£tt£r E7070 £ PIBf b7c 0 

J£<£>5j£;^ E7070 ©Jtefl&*Baitf|l1SlfiH£J3u HCT116-C9 *f i~ 5 ?£t£ 
(1050 = 0.127 /zM), HCT116-C9-C1 *3 J:t^HCT116-C9-C4 
tb^tu IC50 = 32.7 fiM, 28.0 ju M) J&S^SfcteT-*-* i J&SMaMft&ftfc (HI 
7)„ ^fc, LY573636 0#fflJMMMSt£%. HCT116-C9 ^^"T^ttf-it^ 
20 (1050 = 5.11 /tMK HCT116-C9-C1 & £0^ HCT116-C9-C4 KM~t%feVk (J£ 
tb^L IC50 = 264 mMs 240 » M) ^iffcffiT UTV^fc (B7). iot, 
LY573636 «s E7070 £ PI— * ^«*©Of^ffi*»^ 5 S:#"f"S £ PH"* 

Ztb (ilMl~5) ^fe. E7070. E7820, LY186641. LY29550U 

25 LY-ASAP^ LY573636 % U< CQS PI— SfcJ* 

h t> 1 1£ o 7c 0 

Sfc, E7820te, jfiLlfff^Ra^^#ffi , f-5-^^«fct>N i-CtLfcjfiLWff^ia 
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£T*$immmm&^-f- (W003/074045 &m) zt&mbfrtetzox^ 

j;o-r N X/V7^^T^ K-g-^pffc-g-*^ V < E7070.LY186641.LY295501. 
LY-ASAP, LY573636 CQS iZtctt:Z.tlh(DM.fy&t>- ; 1£&^ sk^M^B. 



10 



15 



20 



9 6 t hW«l0^*(786-O)^T#^t^T f /V(invivo)^*3^§ E7820 



iX) -7-* b^Zs- 6-3rS V ^jJ/^^-f-* K £ <£>#f JE 



786-0 (ATCC £<9A^) 5%^^^^^ ^ a-<— * 



ftfc^SV^T RPMI1640 (10%FBS*a) X*1fo 80% = y7;V^y kfc ^5^"t?i#* 
IX 10 8 cells/mL Kt^lSL, # b^fc^SSM^^ 0.1 mL fo 



K^!7^WM^T^^teUfc 0 7 0 i =fc <9 , E7820 £: 100 mg/kg. 1 0 
2 MHO, 4- (3— ^on-'4— ( n / n tVPT ^ 7 T 
5; ;~7^;3cx/) -7—* 6 y V^^/J^l^ K3r lOO mg/kg. 

=9- y ? -r y ^ (Mitsutoyo) ^SiJ^ U i^T^^-eK 



.mitmTv=mm^ (mm) x«j 



2 



(mm 2 ) /2 



#M#^*5V^T. two-way ANOVA X»mtY^Mt£^'S.i¥J%ftm#) £>ti,fc:|§^\ 
E7820 £4- (3-^nn-4 - ( ^ 7 n 7 n t°^7 ^ / ^ 7^/7 
25 ^y^r^) - 7-^ b^ris- 6 -df/ y I/^/loJ?^ * ^t(Dm\^m^S^^ 

-^O^JH, E7820 f*. 4- (3-^on-4 - ( v-^ n tVl/T ^ / ^7/^^ 
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5 *3 





day22 fc&tfSJfcJK^fWX 

^+ti«m 


Two-way 
ANOVA 




1.61 + 0.23 




E7820 100 mg/kg 


0.80 + 0.13 




A 100 mg/kg 


0.59±0.12 




' E7820 100 mg/kg 
+ A 100 mg/kg 


0.16 + 0.02 


p < 0.01 



*3J3 N WJmM&W (786-0) J* A* (in vivo) fcl*5fr3. E7820, 4- 

7 -y h=3rv--6-^r/ P ^/Vtf^lh 5: K (* 3 % Rt^H 8 it^^O A 



10 _ 7 _^ hdp^- 6 y V^/V^^rf-^ K£r^i~ 0 ) *5 .fcTj? E7820 £ 4 — (3 

-7PP-4 - (^7o7otVU7? 7*/^^) T5:y^^/^iX) — 7 — 

MMtB £r dayl U7c 0 . 

&s±<DW5ki>*b, E7820 H- (3-^PP-4- (^B^ntf^7$;* 
15 7^7 7x7^^) - 7 -7« h=3r^- 6 -=¥7 y ^^/V^^rf"^ 

20 jg3£_L<£>fl]J3©Rrt£te 
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£ !5^iCfj: N ^A-Jfcl'T^ K-g^tS-S-^u ffrtiV< « E7070. LY186641. 
LY295501. LY-ASAP, LY573636 t> U< « CQS 3=7ci3: ©li^^fet^ J: 

#3 cfclF^ y h te-ffi © * 7c W: Jfii Wff £ RB.# (Dfrfrfc T S> § o 7c , 
7My7 5; K-a^b-n-^J, 0 * b< fi E7820 £ VEGF receptor kinase P£##I 



10 ^tt^r^-TIM^m^^J:^^^ h^|i#h$^ 

y Mils© * fc ttife Wff^fe © paw ©fcfet ^rffl tfe5„ 
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3fc (D 




H H 




a) 



[5fc*K Ett. -0- N -N (CHj) -CH 2 -s -CH 2 CH 2 -*fctt 

-CH 2 0-^, Dte N -CH 2 -tfcft-0-^ Ri»^ yfcSfJK^f-^fcri^ 

— Ag3* (II) 




(ii) 



Ltv^%j;v^c 2 _ 5 7^3^^;^^ls ^fp^ T^KS, -o (s 

0 2 ) CH 3 ^ -N (CH 8 ) 2^ TkMS. 7i^/H, ftl?rft5 7x^ 



g£r % R2bfi N zkHtlj^ ^n^^JDR^-, ^7;l, tll^f LtV^fc i 
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10 



15 



R6b tfSg^s&^L-tV^^ £v^C ^.m/vS© i: R 5b Kt>*c5Sf 

^LTV^fc «fcV , »C a _ 6 7Vl'3r/l'3£ (fiU R5b^f c «R7bOV^-ftb^— #3&^ 

R5b^fcf*Reb©V^T^L^— ^-^^ Tkm^^feS) Sr^tb^tb^^-rSo] 

5$ (in) 




(in) 



(IV) 



20 




(IV) 



2. ^;^yT^ Y^i^W, 
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N- [[(3, 4-v^nn:7x=/W) -2, 
N- (2, -4-^no7x=;^;V^y7^ F\ 

5 K 

3. ^/V$y7^ K^Pfb-^M^ N- [[(3, 4 - n n :7m=/V) T^/] 
#/^/J^/W] -2, 3 — i^fc Ko^7?y- 5 — ^7k/jK^T^ K*3j:t5N- 
- (2,4-^nn^/>f;V) - 5- 70^7x7-2-^77^ 

4. XM77'5 K-^Pfb-^H&a^ N- (2 ( 4-^on^7^;v) -5-7 




6. jfoWfnfePJ.W^K^ VEGF receptor kinase M^SC^fe 5 N ff^^ 1 ~ 

25 7. VEGF receptor kinase |&£4&5tfl^ — (XXIV) 

81 



WO 2006/030947 



PCT/JP2005/017238 



4d 



10 



15 



20 



25 



R 

A -X d ' Y Y^R 5d 



(XXIV) 



[5£ (XXIV) 4\ A d te. ^ 



^-A 1 V 313 rf^A 11 




R 



N N 

,12 




; 

^-S0 2 NR 6d -t*^|l§l, ^-NR 6d S0 2 -t^$tl5ls 5£-N 



gilX^bTV^^ J^c^eT/vdr/v^ SifeSSr^rUTV^Tfc £v^C 2 _ 



v^T& 3 ~ l 01 
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T l ^>J;v^c 1 _ 8 7;^=Jdf^/S*fclitj|l^tLTv^t)iv^Ca-^>^PT 

TP— a^S^r^T LTV^T 3 ~ 1 Ol^ffl^raiSitfc 

T/V^/i^Sx gi^^^U-CV^^ <fcV^C 2 _ 6 T/V^^/l^ g^s^^ux 
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R 



7d -3d" 



R -x R- 

8d -Wt 



ST 




R 7d 



w 




W N 
R 



X 



3d' 




> 




N 



R 3d ' 



LTV^% £V^C 1 _ 6 T/l-' :^ r 



""CV^T&cfcV^C 2 _ 7 T->/V'^'^7c:J , iS^:X : Sr^rL-"CV^T t fcV > >C 2 _ 7 T/V'^ :3 r 
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8 . VEGF receptor kinase U^^Wtf, — it£5£ (XXV) 



[5£ (XXV) ^ R le «. ^-v le -V 2e -V 3e (S^s V le «. S&SSr^T 
#/v-/J^/V^ ^-CONR 6e - 

^-so 2 NR 6e --etSti^Sv ^-NR 6e so 2 -tg§^ 

51, ^-NR 6e CO-l?t$tll)lttiiS;-NR 6e --et$tll)l^f!ft 

^fcf*e^^^^^u•rv^T^ j:v^C3_ 8 iy^ aT/v^r/^^ris^-t-So) ; v 3e 

t> J;v>c 6 _ 10 T y — /^.g^X^LTV^^ J;v^ 5 ~ 1 0I--7P7!) — 




(XXV) 
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10 



15 



20 



25 



g^X^^UTV^T & J;v^ 5 ~ 1 o M.^-T n7!) ft 





(5£^ R 7e #5£?J«R 8e te, ^3x^^37: UTTklfliC^ ^n^>^, 



/S, =bPS, 7^/1, tftSlrf LtV^-Ct) £V^C 1 _ a TA'-*;v% 
^filrtttv^T^)j:v^C3_ 8 ix^^7;^^;^I, g^*3r^LTV^& 

B l& * £r ^ b T V ^ X t> X V ^ C 2 _ 7 T /V =2 V # /V ^ — ;H 3= fc « 5£ - C O N V 

ei v e2 v ei *3j;7j?v e2 ^ N ^fL^nmiLvxymm^frm 
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S s ^E- / - C x _ 6 T/l^A'T 5 7 J: Xfi/- C 1 _ 6 T/V^r/VT 5. /S/^bft£P 
10. R le 3M ^vl^^fcte5£ 



R^te^^vi^^tcft-f-S ; R al »7j<^Jm^-^fc«zK^S^#*'t" 
20 5 ; R a2 «, 7 h^ri/*> ^ h*^m, 1 - 1° n y ■^^/V-S. l - 1?^ y v 5 — 

* 

25 12. R 2e ^V7/S^fc}K-CONV ell V el2 -C*$rb5S V el 
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1 3 . R 2e #** 



1 4. R 2e ^^-CONHV el7 tt§tl§« (sfc^K V el7 ^. 7k*^. C 1 
_ 6 T/V3f/V'36*^ittC 1 _ a T/V3'¥^*S:*!lfe'f-5,) IMfS 8 &£fB^ 

i 6 . y 1 ^^; 
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18. R 5e ^7K*i^^- N C^gT/V^S, C,_,V^P7^/H;*fcfiC s . 

2 0. VEGF receptor kinase RijSttK ^ N — flgg*; (y) 

P 1 H H 



10 ^ntVVSIrtftt, R2cf3-NH 2 *fcte-NHOCH 3 ; £rS5H- ; 5o 1 

2 1 . VEGF receptor kinase PWfeSf^ 
N- (4- (6-^77-7- (2 h^v^ b^V) -4-^;!);V) ^ 
15 ^-i/-2-7;^n7ac^^) — N' — ( 4 — ^/V^n 7 as n !>W7, 

N— (2-^nn — 4- ((6-i/7y-7 - (( 1 ^/V— 4 - tf^U ^/V) 
^ h^iy) — 4— ^-^riX) T^^/V) — N' — i7 ^ n :/ n fcW *7 

N — (4- ((6-^77-7 - (((2R) —3- (^W^/) — 2 - t 
20 Ko^^7ntVv) ^"^^) — 4-^r7!J/V) ^^f) ^rn^/V) — N' — 

* 

N— (4- ((6-777-7 - (((2R) — 2 - fc Ko^7-3- (l-bTct 
y7/) ^ntf/P) 3r*U) — 4-^7 y /V) ^-^i7) 7x=;V). -N' — 
(4 — -7;V^ru 7 x x;l/) !>1/T, 
25 4- (3 -^ on — 4- ( n :/n fcVWT ^ V jj;Vi$~ ;V) 7^77x/^ 




o 



N 
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4- (3-/ an — 4- (^nyot'^T^;*/^^) 7^/7x7^ 

v0 —7— (2-/ h^r^x h^riX) — 6 -df/ y :/#/V/J?drf- 5; 
N6-v'^p7°p tVV — 4 — (3— /nn — 4- (((^nynlf;l/7 5/ ) 
5 /I/) 7^7) 7^/ dp-^) — 7 h^iX— 6 -df/ ]} yiJjVi^^- 

•^5 Kn 

N6- (2-7 bdrv-az^/i/) —4- (3-^nn-4- ( ( ( n ~?u fcW 
75/) TJ/V-^—A') 75/) 7x/ d^i/) — 7 — 7 h^V— 6 -dr/ y 1/ 
^/V^d^f? P\ 

10 N6- (2 —4- (3-^nn-4- (((^^p/ntW 
7 5/) /I^) 7 5/) ^cc/ _7 _ ^ hde-sx— 6 -dry y -y 

N 6 — / h d=- is — 4 — ( 3 -/ n n — 4 - (((i/7D/o^7 5/ ) 

~;V) 7 5/ ) ~7 =c / df v^) — 7 -/ hdr^/— 6 - de / y i/^/l^drf- ^ K, 
15 N6-^f;V- 4- (3— /nn — 4- ( ((»/ n -fx* fc/1/7 5 / ) 

/V) 7 5 / ) 7x/^ ■£/) — 7 -/ hdf 6 -dr/ y i/^/l^/^df -f- * p % 

N6-xf^-4- (3— /nn — 4- (((->/ o 7o kW7 5 / ) 
/V) 7 5/) 7rny dr^>) — 7 -/ bdrv-— 6 -d-y y ^^7/V/^drf-5: p\ 

4- ( 3 — yjV^rxi — 4 — (^n7nt>7 5/*/^/V) 75/7x7 
20 dfv-) — 7- (2 -/ hdfixrc hdr>» — 6 -dr/ y h\ 

4- (3-^pp-4- n/n t>7 5 / ^;^^^) 75 / 7x/^ 

$/) —7- (2-fc Kn^Xi fdrv-) —6 -df/ V h\. 
4- (3-^pp-4- n / n t/1^7 5 / 75/7x/^r 

is)— 7— ((2S) -2, FP^^ntVk) tf-^f— 6— 3 s -/ 

25 y >-^7/l/#drf-5 p\ 

4- (3-/nu-4- (/W5/*;V^;V) 75/7^/df^) -7 
-/ hdrix- 6 - dr / y >-^7/V/}?dr^5; h\ 

4- (3 -/ n n- 4 - (xW5 7*/VJi?^) 75/7i/^7) -7 
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N6-^^>-4- (3-^na-4- (((xf;P75y) ^A^^/V) T 

5 7) 7^S*ci/) -7 -7 h=3riX- 6 -^7 V ^/l^^ 5 K N 
4- (3-7nn — 4- (i/^ n t>T 5 7 T5 7 77^7 3=- 

5 >0 — 7- (2-ih^r;/ih^v') / Uy*;^>f 5 K 

4- (4- ((^^n7 P ntVl'75y) ^/l^^/V) 7577x/^r^) -7- 

(2-7 h^v^ f^rv-) - 6 - *cJ V >%/Utf3c-y-^ H\ 
'N-(2-^7V^-ct-4-((6-^7/W^^e-f/V- 7-7 h^rV-4-^7 p /I/) 
^drv') -7^~/V) -N' -^PT'nlf/H?^ 
10 N6- (2-t Kn^rv'xf/l') —4- (3-7^^ — 4— (((v^^n^nt 0 
;V7 5/ ) #/V/J^/V) T5 7) 7^7 — 7 -7 h^i^— 6 7 y 

4 - (3-^nn-4 - (1 -^v^/VT 5. / % ;V7$=.7V) 7^7 7x7^^) 

- 7 -7 h^rv^- 6 -^r7 !J i/^/V^^ih^ K\ 

15 4— (3-7na-4- (ci s-2-7;Vtn-^p7at:VV75/^ 
^^/^) 7^/7x7^7) -7-7 h^r^y- y >-#/^=3rf-5 h\ 

N 6 —7^-/1^- 4 - (3-7nn-4- n^tn t°/VT 5: 7) ^/V/J^ — 

/V) 757) 7^7^r^) -7- (2 -7 h^ci/^ h*c^) 

20 N6-7f^-4- (3-7PH-4- ( ( (rc^/i/T 5: 7 ) ^/^—/V-) T 5 
7) 7^7^) -7-7: h^^-6-=3r7!)y*/^>f 5F\ 
4- ( 3 - 7 n a — 4 - 0>7 p7p tVl^T 5 7 jj;V-m=-/V) T 5 7 7x7 
-» —7- (2- (4-^7t!J7) xh^7) -6-^r7P^/^> 

-y-s: K, 

25 4— (3-7on-4- {2.-7 )V-3rv.a^^-)VT % J >Vi$=-)V) 7577x 
7 ^vO —7-7 h=3f^— 6 -^7 y ^1?- 5 h\ 

N6 - ((2R) 7f7t Kn- 2-7^~ /V7 - 4- — 4 

- (((7f/V757) 757) 7^7^^) -7-7f^7- 
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V#/V/j^f-5 h\ 

4- (3-7/v^-n-4- (if;V7 5 7*;v*^;v) 7^/7*;^) - 

4 _ ( 3 _^p ia _4_ (((i/^ xi-fxi if/VT 5 7) 7^) 7^;) 7 

W^vO —7- ((2R) - 2 — t Kn^V— 3- (l-fcfn y v»7) 7° 

N 6-7^vl— 4- (3-7 nn-4 - (((^f^75/) iJfls'&^A') 7 5 
/) 7x/*S/) -7- ((2R) -3-^W^;-2-tKn^rv' 

N6— 7 ^/W— 4— (3— ^na — 4— (((^^71/ 7 5 7 ) jj AstR^/V) 7 5 
7) 7x^^)-7- ((2R) -3-^W5/-2-t:Kn^^ 

7otk^^) -e-^yy^/^t^K 

N6-^f^-4- — 4— (((^f^757) ^l^^lT) 75 

7). ;7^7 df^) — 7 - ((2R) -2-tKn^i/-3- (1-tfny^ 
y) r/ntff^v') — 6 — =¥7 y >-^7/V^=3e^5 h\ 

N6-^f;1^4- (3-^nn- 4— (((if^75 7) 7 5 

7) 7x7^) —7- ((2 R) - 2 — fc Kndf 7— 3 - (l-t°nP^ 

N6-7f/l'-4- — 4- (((7fVl/7 5 7) #7V-/}?=7l7) 75 

/) —7- ((1 -7^7V— 4 -tT^y "vW 7 h=3rV) —6 

N 6 -7 ^vP— 4- (3-7PP-4- (((if;l/75;) #7l^= 7l7) 7 5 

7) 7 ^7 =¥57) — 7- (( 1 -7 4 - fcVSp 7 h^rf) —6 

-^7 y ^^/v^sf-H?" 5 f\ 

N _ (4 _ ( 6 —*/yy - 7 - (2-7 b^v^ b^f) - 4 -=¥7 y /V) & 
^7-2-77^^71^) — N' -^^n7nt';l'7V7^ 

N- (4- (6-V-77-7- (3- /) :/ujK^27) -4- 

=3^7 y7V) ^-^i77^^7V) — N' - (3- (J.^/V^;Vfc~/V) -7 ^=-7V) 
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4- (4- ((v'^n^nt'^T^/) #/VsJ^/i7) 7U7x/^^) — 7 — 

4- ( 3 -TVI/^a — 4 - ((2-7/l/tnxf;i/7^y) 757 
5 7xy^i/) — 7 b*ciy— 6 -=^7 JJ V^/M^lf 5 f\ 

N6- (2 — ^ h^rv^^/V') -4- (3— ^ntt— 4— (((^f^T?/) 

4- (4- ( 3 — rc^/v^ K) - 3 — y;V^ru — 7x7 ^vO - 7 — 7 h 
10 ^r^;!)y-6-*;^>^yy^ 7Vy F (2-^7/if^) T 

5 K 

N— (4- (6- (2-i/7;xf;V) #/W^^f ;V— 7 - 7 h =*r — 4 - 

2 2 . VEGF receptor kinase I^ftfiK 

4— (3-^an — 4- (v'7P7 P n^7 5 7*^^) 7*5:7:7x7^ 
i/) - 7-^ h=¥i7- 6-=¥7 V isX/lstf^-pS. F\ 
20 4— (3-^nu — 4— (xf^^/^/^-ZV) T 5 7 7x7 -7. 
- 7 h^r^— 6 y ^^7/V^^1h5: h\ 

N6-7 — 4- (((^n/o^757) #/V^ 

—/V) 7^7) 7x7^'» -7-7 h^r^-- 6-^7 V ^TJA^^I^ K. 
4- (3— ^aa — 4— (^f;V7 5 7*/^=/V) 7^77x7^7) -7 

* 

25 f^r^-6-^7 D7*/^>t5 K 

N6-7f^r7-4- ( 3 - ^ n n - 4 - (((xf;V7^7) ^/V^^W) T 
5 7) 7x7^7) - 7-7 h^i7- 6 -=¥7 V isXAstf^y-S. K 
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15 



20 



2 3 . VEGF receptor kinase MFWt 3&*^ 4 - ( 3 - ^ n in — 4 - (2^ n 

2 4. VEGF receptor kinase PJ-W^SC 3^ 4- (3-^nin_4- (v^n^n 
tVl-T ^ 7 %jVi$=.;V) T%S~7*..S -7 — * h^^— 6 — 3f ^ U 



10 2 5. VEGF receptor kinase |&£F4&5f3&S. — (XXVI) 



,f13 




(XXVI) 



R 



12f 



[5£ (XXVI) *K R llf », tK^T-, 



5 ~ 1 0 



V 



f 1 3 



A 



1 1 f 



R 4f «, 7k*^, IlS^f Ltv^-C'b j^c^eT/^/^ fill: 
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X^^Xh ^.^^C 2 _ 7 T^7^m^fcl-tm^:^ : ^^^'^^^'^'h ^^^C z^TTJu^^- 
^r-;i/S, ffJUKSr^TbTV^T^ «tV^C 3 _ 8 ^^ T3T/V^/VS N g^X^r^b 

-cv^k J^c 6 _ 10 t y — /v^-R^S^t^l-cv^t^ <£V^ 5 ~ 1 OM^TP 

2 6. R llf ^g^X^iTLTV^t>J^3~l 0 Ms^*^^ n ^5£Xl£ tc 

fiEj|S^lrL"CV^ , feJ;v^/-c 1 _ 8 7;W'3r;v75/S'?&5 % if ^^2 5 

3* 



7j<^K^ C 1 . 6 7^^;H, C 3 . 8 ^^p7/^;H, 
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10 



X 



X 



N 



X 




HO 



O 



A ^ A 

N Me N * 



Me. Me 
HO 





2 8 . R 1 1 f ^ 



N 



Me 

/ 

HO 



HO 




X 



N 



X 




N 



X 



23 J: 15 



N 



2 9. R 12f ^ 7 X^^--efeS. ft3£ij!2 5{;ifB*<£> 



3 0 . V 



3 1 . A 



f 134? 



3 2. R 4f ^ 7 J<^^-t?fc5 N M^312 5 ^fB*c© 
3 3. R 6 f ^ c ! _ 6 7 ;v ;H t it C 3 _ 8 ^ n 7 ;v ;H 1 1) 5 ^ ifjM 2 
5 i£fBgc<£>|M^M; 



34. R 5f ^M^/^"CfeS. ft^*l2 5 ^fB^(D|S^M^, 
15 3 5. R 9 f ^7K^^T?fc5, lt^IR2 5 ^fBic^ISi 



3 6 . VEGF receptor kinase PJ. 



— Wt^, (VI) 



o 



A. 



H 
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o n C N U N 0 XJ 




N 



N 



O 




N 



HN 



o N ' A o nA O 



N 




HO 



O. 



\ \ 
N Me'^N 



Me. .Me 



HO 





3 7 . VEGF receptor kinase PJ.W^M# S > 

5 _ ( 2 - (((4 — t Kn^^-4-^f^t°^y 1 — f/V) % jvifr— 

N 1 -;^/V- 5 - (2 - ((4 - fc Kndf-VTf^U SV) ^//V/j?^^) 75/ 
- 4 - tT V ^^rZy- 1 H- 1 -4 is \?*-/V% /l/J^^-f- 5 b\ 

Nl-^f/V-5- (2- (((4- (bTn y v?V- 1 --f /V) tf^U^-l 
-^/V) 75/) tf P v 5 ^- 4 --Ol^^r f) - 1 H- 1 -4 



97 



WO 2006/030947 PCT/JP2005/017238 

Nl-^f/V-5- (2- (((4- (tf^JJ — 1 —4>V) fcf^IJv^-l 
-4>V) jj;V7$—;V) T%S) tf ]} 4 —4 A'**?**') - 1 H- 1 — f 

5 N4- (4- (1- (^f/VT^y) */I/^-lH-5-^yKPA') 

ff* $ *u 6 ^ * fc t4 e> ©?&k? nft -e *> 5 . it 6 \c lagc © ismia^ 

3 8 . VEGF receptor kinase PJ-W^S^K 
10 (1) N— (4-/n^-2-7;Vtn7x=;l/) — 6— ^b=¥iX-7- [2 — 
(1H-1, 2, 3 - h V T^/— A>— 1 -^/V-) m ^ri-yy ^— 4 - 

(2) N- (4-/n ; e-2-7;vtP7x=;v) -6-t* [( 1 - 

^f;l/t°^y^y-4 — f/V) ^ h3rV] WUy-4-7^^ 
15 (3) 3- [(2, 4-^^f^t°n^-5 — { ;V) ^f-Ul^l -2 — f^KP 

(4) (Z) -3- (2, 4 -v^^/V— 5 - (2-^-^y-l, 2 - ^fc Kn/f 
y F^/V- 3 — f Uf^^f^) - 1 H — tf n — y!/ — 3-^71/) -7*n t't^ 

20 (5) 5- (5-7/Vtn-2-t= 3 ry-l, Fn^y 

I'f^^f/l') -2, 4 -vM ^JV— 1 H- fn— /V— 3 -#/l^3^>y 

(6) N, N-'^WJW 3 - {5, 6, 7, 1 3-7^ h 7 fc Kn-9- 
[(1 h*ciy) tf-flA 1 2H — f ^tV (2, 1 - 

* 

25 a) tfui=i (3, 4 — c) 2-^/H 7n t'/H^r/K 

(7) 3- (4-7^^-2, 6 -v^/l^n — <>"^/V^-=¥^) -5- [3 — 
(4-tTn y 1 --f fV--y*^A^) - !? W K] -4 y^Tv*— /V- 4 - 

7j/l/#^^y 77y F T ^ h\ 
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(8) N- {2-^na-4 - [(6, 7-vM K^f 4 - dp-t")/ V ~/V) ^^r 

(9) 1- -4- (4-^!l^f;W) -yfrfVls^ 
(1 0) N- {2-^Pn-4 - [(6, P 

5 ;7^^/v} -N'- (5 —ff-jV— 3—4 y^f-f-V" y /V) 7 

(11) 4 - [(4 — 2 <?vW ^ K' — 5 --f/V) ^3^] - 6 

- [3- (k'oy^-l-'f/v) ^n^^ix] 

(12) 6- [2- (p*^VlO&/W^/f /V) 7x=;l/^;V7 7-^] -3-E- 

[2- (ify^y-2-^;v) a^^/i/] ^issfV— /k 

10 (13) 5- ((Z) - (5-7;VtP-2-t^y-l, 2-^tKP-3H- 
-ffK— /V- 3 — f JJr^) ^^/V-) -N- ((2S) -2-t 
^/X/JnIJ^-4 — i n \? ;V) -2, 4 — v 5 ^ ^/V— 1 H— \?u—/V— 3 — 

(14) 3- Astf-M T%S) -N- (4- ( VV ~7 >v3r 
15 n^h^V) ^a:cn/v) ft7x^- 2 — 

(15) 6- (2, 6-^^nn7x^;k) -8-^f^-2-7x=;k75/ 
-8H-t°!iF[2, 3 - d]t: o y ^ W- 7 -tirls^ 

(16) 2- ((l, Ko- 6 -$-*y- try v 5 ^- 3 -^/v-^ ^/v) r 

5; y ) -N- (3- (h!J7;^p^f^) 7rc^/k) - 3 - fc°y v^-^/v 
20 #<aMf-5 K> 

(17) 4- (4- (4-^pp-7i^V75/) -7n[2, 3 - d ] fc° y ^ 
7 — >f /Vtf-^S'^^vl') -t°!)i?y-2-*;v#>^!) Tv-xK 

(1 8) N- (3- b y Z7jVJru * =f-;V- 4 -? n n :7^~/k) -N'- (4- (2 
25 ^/V^/W^^f/Vtf y v^-4-^T/V) t^r^7i=;l') !7 1^T N 

(19) 4-7^/-5-7 Sl/st n — 3 — (6- ( 4 - * ^/V- t o; <7 1 

-47V) - 1 H-^^XV 5 ^ N /-;v- 2 - lH-^/D^-2-t 
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(2 0) 4- (4- (1 -75 S — 1 — ^^-iV — ^^/V) - 37 =.jV) -2 - (4 

- ( 2 -^e/V/fc y ^— 4 — >f /v— m^vv) -7x^/v7^y) -t°y 5i?y- 

(2 1) [6- [4- [(4 - ^^/Hf ^ 9 v 5 >- - 1 — i AS) **f~)V\ -7^=-?V~\ 
5 -7H-fno [2, 3-d] fc° U 5 4 --f /V] - ((R) -l-^m = 

ykm^/ix) 7> 

(2 2) 9 - (1 —ff-?vx- h^i/) * 1 2 - ( 3 - t Kp^^/p t?/V) 

-6H, 7H, 1 3H — [2, 1 -a] bfnn [3, 4-c] #/W^— 

10 (2 3) N- (2, 4-^7;ktn7x^) ~N'- {4-[ (6, 7~i?*Y^ 
is— 4-dr/y/V) -^i/]-2-7^P7i-/l') 7^7, 
(2 4) 5 — [N— ^/V-N— (4 — ^ ^7^t^r^7i^) Tir^/P] 

(2 5) N- [4- (3-75 7-^-^^/^^-4-^^) 
15 -N'— (2 — 5 — ^ ^~7V7 a^~7V) tyUT^ 

(2 6) 2-^^/1/- 6 - [2 - (1 -^^/V- lH-^T 5 J?y—JV- 2 -fW) 
-=J-a^j [3, 2-b] tf9^y-7-^f;V^i/] -^^^ [b] ^-^-^^ 

(2 7) (R) -1- (4- ( 4 - 7/vt n - 2 - ^ f ;v- 1 H-'f ^ K^;v- 5 

20 — 1 1\>Hr*?*/) -5-^f/H;'pn [1, 2-f] [1, 2, 4] hVTi?^- 

(2 8) (S) - ((R) -1- (4- (4-7/WtP-2-^f;V-lH--f>'K 
—;v—b-s(;vJr3c*y) [1, 2-f] [1, 2, 4] MJ 

25 7^y- 6 -^y^^-^iy) ^13^^-2-^-—/^) 2-75/7P^7i-b 

3 9 . VEGF receptor kinase PJ.^&®tf*.2C3 antibodysIMC-1121KIMC-18Fl, 
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IMC-1C11 &£T$ IMC-2C6 a*£>3fc5SE:&>e>»#!£jh/54>&< thl ^(DtfiW- 

4 0. JfcWfn^PM^If^ tiVEGF^Tfc5 % 1 ~ 5 tf^T^— ^ 

5 4 1. JfiLW$f£P.§.WSf^ FGF receptor kinase RaWfc*tT?*>S. fi^*! 1 ~ 

4 2 . FGF receptor kinase 1 - [ 2 -75 7 - 6 - (3, 5 - 

b^rv^^^/V-) - try K (2, 3-d) 5^-7-/f/V] - 3 -tert 
— -f^-fls*? XTfl -tert-^^/V- 3 - [2- 

10 /ntW75/-6 - (3, K (2, 3-d) 

4 3. ifrWfr^Pl^Jf/^ Sit FGF 1 ~ 5 ODV^T *L^— gt 

15 fcfS^CDlS^llj^^o 

4 4 . ^tUft K^lMb^^ £ VEGF receptor kinase PMfeW t 

— (XIV) 




(XIV) 
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Xf4-N (Ri) -^fc^m^Ml 1 -^, 
5 Yf* 

— C(R 3 )— N 

zri-N (R 2 ) -^tc^U 

fulB VEGF receptor kinase PiL^^ff^ 
15 (10)N-{2-^nn-4-[(6, 7-^ f :3 fv'-4-^; 

■7^~;V) -N'- (5 -^.9t/V- 3 --f y=3r-^y' y /V) ^7, 

(11) 4 - [(4 2 f;W >- K~ /V- 5 ->f /V) ^v"] - 6 
Y^-y- 7 - [3- (fcfn V 9 Jls— 1 — f/V) ^n* 0 ^^] ^^^y^ 

(12) 6— [2— ^jVjj iV/^-i ;V) 7 =^ ;V ;V7 t ~ — 3— E — 

20 C2- (t'y^y-2-^;k) ^^^i/v] ^y&v*—^, 

(13) 5- ((Z) - (5 2 -^-dpy- 1 , 2-^tFn-3H- 
^T^K— /V—3 — f !Jf» ^^v^) -N- ((2S) -2-t Kn^i/-3- 
^e/V^s ]} is- 4 -4;v7n tW) -2, 4-^^f^-lH-t°P-^-3- 

25 (14) 3- ((^/!)y-4 — f/V-y^/V) T^7) -N- (4- ( l> !) 7;Vt 
n y fdriX) 7x^;P) ^^"7 rc — 2 — % 7V&^-*r ^ h\ 
(15) 6- (2, 6-^on7i^) -8-^f;V-2-7x^75/ 
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-8H-t^K[2, 3 - d]fc°y ^ W- 7 -Jrzs, 

(16) 2- ((1, 6 -i^t Kn- 6 -^-^y-fc o y v^V- 3 - 4 A> * *?■ ;V) T 

_ N _ ( 3 - (j,p7;vtB^f;v) -3-^P^y-*/v 

(17) 4- (4- (4 n ti-^^^/VT^ 7) -7n[2, 3-d] t° U ^ 

^y-y-.f;^^^^) — v? ^ — 2 — # /Vtf? 3r f V V 9 T f J/ K 

(1 8) N- (3- h !) 7;Vto^7 c /l'-4-^Pt3 7x^) -N'- (4- (2 
-7 ^/l^/W^-f/Vt: o y S?^— 4 ^-^v-^^^/V) 7 1/7, 

(19) 4 — T 5 7 — 5 — 3 - (6— ( 4 — 7 ^VV— v^ — 1 

-y(;v) -1H-- <yXV5^y-;v-2 — f/V) -lH-*/5 % /-2-t 

(2 0) 4- (4- (l-75;-l-^f/>-^V) -2 - (4 

— ( 2 — ^EVVJfc U V — 4 — -Y/V— ai^/V) -7x^/1/75/) — Ify^v^ — 

5 h y /k 

(2 1) [6— [4— [(4 -xf/vt^y^y- l — >fA0 7x= )V\ 

-7H-t°nn [2, 3-d] t°y 5^y-4-^;H - (00 

(2 2) 9 - (1 - 7 ^vVcc > 3r >0 tf-jV— 12 - (3-fc Kn^r^7°n bf/l/) 
-6H, 7H, 13H — f^V [2, 1 -a] [3, 4-c] #/W^y— 

;V— 5 — ^"^ N 

(2 3) N- (2, 4 -v^/l^n 7x^;V) -N'-{4-[(6, 7-v>7h^ 
(2 4) 5-[N-7^/V-N- (4 -Or 9 ^/I/t*^7*=;W) T*^/V] 

* 

(2 5) N- [4- (3-7^;-lH-Yy^7-/V-4 — f/V) 7:x~/l/J 
-N'- (2 — 5 -^^/V7xn /V) t>l/7\ 

(2 6) 2-7^/^-6- [2- (1 -t^JV- 1H-4 ^ P-S—A'- 2--T/V) 
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-*3-^J [3, 2-b] t°y^y-7-^;^^] Cb] "f-fr? 

(2 7) (R) -1- (4- (4 -y;VJrn - 2 ^Vl"— lH--f ^ K— /V- 5 
--f/V^-^v-) -5-^^/Vfc: 0 na [1, 2-f] [1, 2, 4] MJTv^y- 



(2 8) (S) - ( (R) -1- (4- (4-7/Vtn-2-^f;W-lH — f^K 
— f/l^^v-) - 5 -^^-/Vtfa n [1, 2-f] [1, 2, 4] M) 
7t?y- 6 — 4 /V^^vO 2 — 3r~- ;V) 2 — T ^ S zfns*S h 

4 5 . ^/V^ V7 5 F-g-^b-a^ £ VEGF receptor kinase PJl^^Jt £ 

— j^^: (xiv) 



Xtt-N (R 1 ) - * ttife^JS^ S: x 



$8 it/ 




(XIV) 
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Ytt 

I 3 I 

— C(R 3 )— N 

Sr. 

ZiS-N (R2) -£rlcg£U 

10 tuf3 VEGF receptor kinase P-RH^H ^ 

4 6 . VEGF receptor kinase REW&SC^n 4 - ( 3 - ^ n n — 4 - (v^ n ^ 
15 n^T^y*;^^) 75/7x7^) -7-y -^7 !J y 

4 7. ^;v*y7 5 Kttft^^^ N- (3-^7/-4-yf;v-iH — i 

4 8. git^fe^, ff^l. 5, 4 4*5 «ttJ« 4 

4 9. ISIIIIMW, J&LWff^PJ-#ffllS^m^-efe5. fflftfcSU, 5, 4 4*3 

25 50. (a) ^;v*v7 5 K^-^b^ ^ jfewtf ^pi#%« t &mm~rz>z.tzm 
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(b) ^ y 7 5 Kttft^ft %^tp 
— M^(I) 




H H 



,1a 



1 2a 



(I) 



Ete N -0- N -N (CH 3 ) -s -CH 2 



C H2CH2 lis 7t 



10 



15 



20 



-CH 2 0-^ Df3 N - CH 2 -"^7t«-0-^, Ria tK^J^^"^ fcte/N 

— (11) 




(ii) 



\^X^Xh£\^C 2 _ 5 T;V^^^%;Vv$~;V^ ~Yu^T-JV&, —O (S 
0 2 ) CH 3 . -N (CH 8 ) 2. TK^S, 7x=;H, glfeSSr^-f-S 7 » 
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^ ^ JjfC^- * fc: teg^K L T V n T % £ V ^ C 1 _ 6 T /V ^ S in . 



5 1. x;^^7 5 K-afft^ft^\ 
N- [[(4-^pp7x^) T^7] tf/VJ^/H -2, 3-^tKn-l 

N- CC(3, 4-*?? nu? x.=^/V) T%S~\ -2, 



5£ (III) 




5ft (IV) 



Cl 
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0^^/77^- 5 —T.jVlfr'yT % F\ 

N— (2, -4-^nn7x-;^;i^*yT5 b\ 

N- (2,4 — i?^ n n^O-yV/W -5-^^717-2-^*77 

2 — t— 3: K- 5 — 9 n n y 7 

52. ^;^7Tn^tft^ll^\ N- [[(3, 4-^^nP7x^v) T3 
10 /] 77/^^—^] -2, Kn^7y"777-5-X;V*77^ Kfci 

7j?N — (2,4-^^pp^7^/V) — 5 — ^n^ef-^^xy- 2 — ^/l^V 
T 5; K5&>b&SPa>kjS^&;ft54>ft< £ t> 1 KOik&m, % \^ < <DWM 

bo 

15 5 3. 7/^77^ R^;prffc#W. N— -5- 
7n*ft7x7- 2 - ^;v*77^ K©t h V !^AlT?fc5x' If 5 0|B 

54. (a) ^;^77 5 Ktf ft^fe t if f4&f ill i ?rf It 5 - t £r!E 

20 ^<HHi, 

(b) 7WV-*VT3: K^^fl^^£^tfl£3l/mj^^ 

it(IX) 
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5 5. jMf$f£l£#4lJ«#^ VEGF receptor kinase PJWfe St If 5 
5 6. VEGF receptor kinase BBJF4&K3& s n — jtx5£ (XXIV) 

R 4d 



O 



(XXIV) 

CaS; (xxiv) *K A d «s 5£ 




V 



a13 




R 12 




(5£^ N R ld 'te. ^-V^V^V 3 (^4>, VMiS&SSr^UTV^Tfc «fc 
^-S0 2 NR 6d -l?i$ix5l> ^-NR 6d S0 2 -tg$|l5S, ^-N 



S-coNV all v al2 -e^$^5S (o£*K v all te, 7k*J^^-, M^S^W 

Ltv^t^)j;v^c 1 _ 6 7;^^/^^^ S^iE^r^ L"C^tl> £i/ N C 2 _ 5 T/v--^ — 

/VS. Si^^bTV^^ £V^C 2 _ 6 T/I^^/l/S. gilS^UTVMT^ 
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S^SSr^TUTV^T% J:v^5~ 1 Ol^rnT y — /^X^fctegmX^ bT 

v^-c^j;v^3~lo n at5£S£«efc1-3 ; v a 1 2 tt, JDK-^ 

Tv^% £v^c 3 _ 8 ^ ot/v3vi^ ItS^f btv^T 1 bJ;v^C6- 10 7y 

— /V^s ff^^^r^"b-CV>T% 5 ~ 1 OI^tpT y — g^X^r^f 
=¥~/VK. itS^tLTV^•C% £V^C 3 _ 8 ^ nT/l^/^. g^S^^L 

l^f LTV^tt £V^C 3 _ 8 -:x^ nT/l/^r/VKSrSfti-S ; 

« 

7W3vi^ g^X^ L-CV^% J:v^ 2 _ 6 7Vi^ — ;vm, M^M&^fVX 
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J;V^ 5 ~ 1 0 



rnT!) —)V, 



LTV^Tt) J:V^ 3 ~ 1 OMf 



10 



15 



20 



25 



R™ R 3d " 



R 



8d 





R 7d 

8d\-Wl 



w 1 




W 1 N 

R 3d" 




s' 



> 




N 



R 3d ' 



c^tfj. R 3d ' »^ fcmm*. 



LTV^t % £V^C 2 _ 7 TS^S£7 t cf3M^*£^UTV>T% J^C 2 _ 7 T 

g^X£^u-cv^& J^c 2 _ 7 T^/i^ SI^^Ltvm:^ J^c 2 _ 7 
7 ;v n ^ y * fc - C O N V d 1 V d2 (5£4\ V dl £3j;U*V d2 



b T V a X h £ V > C 2 _ 6 T 7V <7~ ~ 
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X^^X%£\^C 2 _ 7 T^;vm^tc.fcnWk^&^\^X\^Xh^C z _ 7 T7V=L3r 

TV^Tt> £v^c 6 _ 10 T y — 7i^ff|&X£:;il"bTi^-c% 5 ~ 1 OS^tp 
T y — /vS^ bTV^-C =fc V s * 3 ~ 1 0 n M^S; 

5 7. VEGF receptor kinase m^W&, — J&5£ (XXV) 



.[5* (XXV) f\ R le {4, 5£-V le -V 2e -V 3e (:£4b V le te. t^Strf 
15 b-tv^T^ J;v^c 1 _ 6 T/^^ v^*?r«5*-t-^> ; V 2e t2 % i£*§<£\ Bfe&lS^ 

fijfeJtJBK^ ^/V/fr^/l^ ^-CONR 6e - 

-e*£*L5S. S;-so 2 NR 68 -t*§ii5S, i-NR 6e so 2 -r»i^. 

20 ^fcfSS&SSr^bTV^fc j;V^C 3 _ 8 ;/^ n7;P^r^S?rt!*t5o) ; V 3e 

t> £v^c 6 _ 10 t y — /i^e^^Sr^ bTv^r% 5~i om^tpt y — 

25 /vS^fctefftfeSSr^bTV^Tfc £1^3 ~1 Ol#|fl^7oM^fft 
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' R 2e f3\ v'T/I, Itllrf LTV^t^> J;V>C 1 _ 6 7^n^i/ 



^S^^TL-TV^T^ J:V^ 5 — 1 Ol^fnT y — /^J; Tcteg^SgriT LT 

-c^£v^3~i 0M#^^^n^S^r^^1-5 ; V el2 j2. Tkmm^, 
B^S^UT^T^ J^c^eT/v^^S. g^X£r^UTi^T% J^c 2 _ 

UTVm:^ £1>3~1 OM^^^^*^*^ g^Sr^b-CV^ 



R 



7e 



R 



8e 



.W? 



NT 





3; fete 



W 



1e 




B ^ S ^ ^ b T V > X t> «fc V n C 2 _ 7 T A' =t ^ %s Jj JV jj? / V X * f * ^ - C O N V 

el v e2 (s^^K v el *5 J:rj?v e2 «, ^fi^etiM^LlyXjkmM^ltftWM^ 

113 



WO 2006/030947 



PCT/JP2005/017238 



w 1 e 33 «t trw 2 e % -e tan & u t ems * l t v ^ x % x v ^ * 

g^^^^UTV^-C^ J;V^C 2 _ 6 T/v^-— /i^S. fi^S^r 
^b-CV^Tt>£v^C 2 _ 6 7VV^^/v^ N ttllrf LTV^tt> £V^C 3 _ 8 

^UTV>Tt> «J;v>c •s^T/V'Sr—A'^ jfiiitJE^:^ UT V^T t> <£ C 2 _ 6 T/V 

tv^%j^c 6 _ 10 t y — /vs.ff^S^^u-cv^-r t> J:v^ 5 — 1 0I^7P 
5 9. R le #M ^/v-^^fcte^ 



t5.) Tf*$tb53£-C*>5. W^5 7fc|B*J©^j/ he 
60. R le ^)M^/V-S^7^f*2 h3^>xf;HtfcS, fi^f 5 7 fcfBife© 




a2 
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6 1. R 2e ^^T/Stfc»^-CONV ell V el2 -eS$tl5l (ss^. v el 

% «fcV^C 6 _ 10 T /i/SsS^S^^b-CV^Tt £v^5~ 1 Ol^rnTU — 
svmic. tc\i.m.WM^ tt v^T t> £ V^ 3 ~ 1 0 n ^^S?r«* 

VMT^J:V^C 3 _ 8 V^P7;V3^v/l^f^tS 0 ) lt^^S5 7&c:lBife 

15 ©^y ho 

6 2. R 2e ^v'7;StfdiS;-CONHV el6 t'i^5l V el6 f*. 

20 S^S^^U-CVm:^ J:V^ 0 ) lt^^5 7 Ul|B<i©dp"y ho 

6 3. R 2e ^S;-CONHV el7 t^§tl?.S V el7 ». TkPSfUHK C 1 

_ 6 7;^;Hf t«C 1 _ 6 7;V3^e/S^f*f5 0 ) tfc5sttS5 7 fcfB 

6.4. R 2e K-CONHV el8 tS^5l (^f. V el8 «. TkSfJDS'K ^ 
25 ^£*fc»^ F^^IS:t*t5.) -efeSs ff^5 7 KlfEig^^r y K 
6 5 . Y 1 ^^ 
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R 71 




6 6. R 3e *3'J:t^R 4e ^7fc^i^^i:fe§^ lt^il5 7 {^lEic©^ K 

6 7. R 5 e &7kmW^, C^eT/^/H, C 3 _ 8 ->-^ inT/^^r/^^fcfiC 6 _ 

6 9 . VEGF receptor kinase |3§.^#3JC^ — (V) 




M£fP%-??fc5. If ^5 5fcfB<J©3ry bo 
7 0. VEGF receptor kinase PJ.W^W^s 
N- (4- (6— W/ — 7- (2-^ h^xb^V) -4-^r/y/V) tf* 
^^-2-7/^P7x^;V) -N' - (4-7/Vto7a-;V) !7 1^T N 
N— 4- ((6-^77-7 - ( ( 1 - * — 4 - tf^< y 

N— (4- ((6-V/7/- 7- (((2R) —3 - (^xf;V7 5 7) — 2-fc 
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(4 — ^/v^-n^ tyUT, 
N _ ( 4 _ (( 6 _^ T/ _ 7 _ (((2R) — 2-t (1 -tTta 

(4 —yjv^rxx -7 ^=.;V) tyUT, 
4 - (3-^pp-4- n^n tVWT S: 7 T 5; 7 ~7 =c 7 

4 _ ( 3 _^ na _4_ n^.in tVl^T 5: ;V) T ^ 7 ~7 =c 7 *t 

9 y) —7- (2 — 7? hdrv'x b^rv-) -6-^/ Dy^W ^ K> 
N6 — v'^ 7 t 2 7 B in — 4 — (3-^t3d — 4- ( ( ? n :7pi fcf/VT 5 7 ) 

757) — 7-7 b3^>— 6 -=3r7 5 l/invaR* 

N6- -4- (3-^po-4- (((V^n^nbT/V 

N6 _ (2 — 4- (3-^nn-4- (((^P^nt> 

N6 _^| N d eV _4_ — 4- (((v'^ nT'n t>7^ / ) 

-71/) r>; y) 7x/*V)- 7-7 b^i/— 6-^7 U ^yl'tf?^ 5 h\ 
N6 _^^-y^_4_ — 4- (((V^p7"p W^/) #A,tf~ 

N6 _^^- /V _4_ ( 3 _^ an _4- o^d tVVT 5: 7) 

/V) 7> /) ^^7 — 7 -7 h^V— 6 — ^7 U H\ 

—7— (2-^ b^7^b^^) — 6 — =¥7 y b\ 

_ 7 _ ( 2 - t Kp^Vi h^rf) —6 —dp- 7 9 l^/M^lf 5 F\ 
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v0 —7- ((2S) -2, S-^tFn^v'T'Pfc'/V) ^^rv'— 6-^7 

4- — 4- (^f^T^y*^*'^) 7^ 77x/^i/) -7 

-7 b^v"- 6 -=ap7 V K\ 
4- — 4- (if /I'T 5 / 7;/7i/^r7) -7 

4- (3-7nn- 4— (^n7P 7 5 7:7^ 7=^ 

—7- (2 -i h^-^n ]*ap->) — 6 - =¥7 U >-#/V#3plJ- 5 F\ 
4- (4- ((v'^n7nt>7^7) 75 77x/^r^) - 7 - 

(2-7 b^rv-i h^vO - 6-=^ 7 U ^7k#^rf- 5 K> 
N - ( 2 — - 4 - (( 6 -#/W^^f /V- 7—7 

^-^v-) 7x^;U) -N' -^n7nW^ 
N6- (2-t Kn^v-xf/v) -4- — 4- (((^n7nt° 

/VT5 7) 3j;Vi$~/V) T5 7) 7x7dr7) -7-^ f^7-6-^7D 

4 - (3-^nn-4 - (l-7otVP7 5 7*/V#^) 75 7 7x7^v^) 

-7-7 b 6 — sap- / y ^^/w^dpih^ Kn 

4— (3-7nn — 4— (c i s - 2 - 7;Vt n - ^7 o 7°n tVV-7 5 7 
tfccn/k) T 5 /7xMV) -7-7 6 -=¥7 U ^/V'tf^lJ- 5. 

N6-yf/V-4- (3— 7cn-4- (((^70/0^757) 

/V) T5 7) 7x;^7) -7- (2 -7 h^iXi h=3piX) -6-^7 5^ 

N6-^f;V-4- (3— 7nn — 4- (((xf/i/7^7) 7 5; 

7) 7x7^^7) -7-7 h^7-6-dr7y^^>t5 F\ 
4 - (3-^pp-4- (i^7 o7n fc>7 5 7 ^/V**^) T % J -7 ^ / 
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v0 —7- (2- (4-^7^yy) xb^^) -6-^;!)y*/H> 
4— (3—^i3n — 4— ( 2 — 7 ;V$- X2 ;VT 5 J i3 Asi&^As) T 5 J ~7 a 
N6 - ((2 R) 7"b^t Kn - ^W) - 4- (3 -7 n n - 4 

4- ( 3 -y;Virn - 4 - (rc^/VT 5 7 7J/V#~/V) 7^/71/^^) - 

7-7 h^v^- 6 -^7 1? >'^/V#'3F-f-5 H\ 

4 - (3-^pp-4- (((v^ n^d tf/VT 5 7) ^/V^^/W) 7^7) 77 

xyafi/) —7- ((2 R) - 2 — t Ko^rV— 3 - ( 1 - t°P U 5^7) 7>° 

N 6 - 7 4 - (3— ^pp- 4- (((7f/V7^y) T5 

7) 7^S*r*y) —7- ((2R) -3-^W5/-2-t Kn^V 

N6 - ^f 7V— 4 - (3— 7nn — 4 — (((xf/P7 5/ ) J) ;V) T 5 

7) 7x7 —7 - ((2 R) -3-^xf;l/7 5; - 2 — fc Fn^7 

N6-7f/V-4- (3-^ an — 4- (((^f^7 5/ ) 7^ 
7) 7x^-7) —7- ((2R) -2 — t Kp^V- 3 - (1 - y i7 

y) ^pt/K^v) -6-^7 Uy*;^>t5 F\ 

N6— 7^VW- 4 — (3_^ an _4— (((if/1/7^/) ^/I'tfJ—A') 75 

7) 7x7 3ri/) —7- ((2 R) - 2 — fc (1 - bfn y 

7) 7p*°^^) -6-^/P^^tU% 
N6 _^^ 7 ^_ 4 - ( 3 _^ czn _4_ (((^f;k7 5 7) 75 

7) 7x7^7) —7- ( ( 1 - 7* ^VV— 4 - tf^ V ^^7) —6 

N 6 - 4 - (3-^nn — 4- (((xf^757) ^/V/J^/V) 75 
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y) ~7 — 7- ( ( 1 - ^ ^/V— 4 - t?^ U i^/V) ^ f^rV) -6 

N- (4 - (6 — l/TS — 7 - (2 — ^ h^riX^ b^vO -4-^7!);V) 
2-7 ^~/v) -N' -^P^nWWT, 
5 N- (4- (6-->T/-7- (3- ( 4 -^/V^ y / ) ^/tf^iy) -4- 

t^v^7x=;V) — N' - (3- {?>■ ^-;V^7V^^;V) 7 =.=./V) 

4- (4- ((;/^o7nfc>7 5;) T ^ / ~7 a 7 — 7 — 

10 4— (3— — 4— ((2-7/Vtn^f^7^/) T % J 

7x7^^) — 7 b^r^— 6 y A^^rl?- 5; F\ 

N6- (2 -rc h^v^^/V) -4- (3-^nn-4- (((^f;V7^/) 
#/k/j^/V) T^/) ^^/^vO - 7 -7* h^rv^- 6 y 

15 4— (4- (3-sf;V^W K) — 3 — 7/VJrxi — 7x/^'» -7-^h 

N— (4- (6- (2-V7/xf/V) 
20 ;!);!/) t^i/-2-7;V^-n7oc-;k) — N' -^^P7nt°^!>l/7 

7 1 . VEGF receptor kinase PJ.##>ff 
4- (3-^pp-4- (^n7nlf;V7^;*;^=;V) 7^/7x/^ 
25 iX) - 7-y 6 -=3f7 y isiJAstf^-V-^ h\ 

4- (3-7PP-4- (xf;U7 5/*;V^^) 75/7x;^v') -7 

N6-^ h^-4- — 4— (((^P7PtVV7^/) 

120 



WO 2006/030947 



PCT/JP2005/017238 



4- (3-^nn-4- (;«f;V7 5/^;^/l/) TU7x;^) -7 



5 N6-^ (3-^pp-4- (((xf/V7^;) #/V2j?~/V) T 

5;/) - 7 -7 Y*cZs- 6 -^7 U A-tf^ 1^ K 

7 2. VEGF receptor kinase Pfi^fejf^ 4- ( 3 - ^ T3 n-4 - (v-^n^n 

7 3. VEGF receptor kinase P£#^«^ N 4- (3-^pp-4- (*y?xi-?xi 
tf/WT 5: 7 /V) 7^/7x/^^) _7— 7 f^i/-6-^7U 

7 4. VEGF receptor kinase H-W^lf^ — (XXVI) 



K (XXVI) 4k R llf f*. TkHtUIC^ Iti^f LTV^T^)j:v^c 1 _ 6 7;^ 

5~1 0l^TO7!)-/VS, mmK£r^b-CV^&J^3~l Ol#ffi 

— T n gts^X* fc teB^^W tt v^T & J: 7 - C t _ 6 T/w^/VT ^ 7 S 



*3 J:G« 




4f 



R 



12f 
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; 

T V^T t> <fc C 2 _ 7 T Tc^fimS^r^" Lt V^T t> i C 2 _ 7 T/V^ df- 

|l^S&^UTV^t> £V^C 3 _ 8 iy^ nT/V^r/l-'K. g^^Sr^U 
TV^Tt> J;V^ 6 _ 10 Ty — /l^e&S&^TbTV^fc £V^5~1 Oi^fn 
T U — 7VK^7b^*^:X%^"bTV^T % 3 — 1 0 RW^^M^T n il^X 

5£ 



122 



WO 2006/030947 



PCT/JP2005/017238 



10 



15 



CJ 



N 



X 



X 




N 



X 



O 




N 



X 



o 




N 



*3 it^ 



HN 



^ HO"^^ 




A ^ A 

Me^ 



Me. Me 



HO 




O 



33 J; 




7 7. R llf ^5£ 



N 



Me 
HO 



N 



HO 



N 



X 




N 



*3 



N 



7 8. R 12f ^ 7 ]c^ji:^--efe5, »^9i7 4 waited ^ b c 

7 9. V f ^Mfe*®^"?*?^ ft^«7 4^ta*0=3f >y bo 

so. A^t&mmm^x^&z, 4\zLm,m<D*c-y k 

81. R 4f ^ 7 J<^jm^--efe^, t*3fc®7 4mflB«©'¥y bo 

8 2. R 5f ^c i _ 6 T/V=3r/V*^fc{4C 3 _ 8 ^^nT/V=3r7^-efe^. It^I 7 
4 Hl|B4fe©^y bo 
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8 3. R 5f ^M^/^T?fe§ N »*5l7 4 \£$BM<D*?/ h 
8 4. R 9f ^aJflS^T?*)*. 3»*3S7 4 teHB*©^ h 



8 5 . VEGF receptor kinase PJ.' 



3^ — (VI) 



O 



A, 



H 





N 



N 



o 





HN 



N 



N 



N 




HO' 



N Me-^N 



Me 
HO 



Me 





124 



WO 2006/030947 



PCT/JP2005/017238 



8 6 . VEGF receptor kinase tWf^ff^. 

5- (2- (((4-fc Kn^i/- 4— y^vvtf^y 1 — -Y/V) #/^/J?— 

T5:/) fc°y v^-4— fWo^ix) -iH-^yK^-i-*;^ 

5 (2- ((4-fc K n ^ P i? / ) jfr/l'Jj? — /V) T^/ 

- 4 - t° y i?^) t^rV- 1 H - 1 -'f y F-^^^t 5 
Nl-^f/k-5- (2- (((4- (t°n!J^y-l-^;V) 

— ^7/w#=/v) 7^7) t 5 y^y-4-^/m>') - l H- l -4 

10 Nl-^f/V-5- (2- (((4- '(tvpi?y-l-^;v) 

r->r/v) t°P^y-4 — i tvasr^x/) -1H-1--T 

N4- (4- (1- (^f/V7^/) ^n^-lH-5-/fVKP^) 

15 ^f— 2 - 1° y vvv) - 4 -^eA-Tfr y i^/i^ap-if 5: K 

8 7 . VEGF receptor kinase PJ.#^R^ N 

(1) N— (4 — l/n^e — 2 — ^/V^-n 7i=;v) — 6— * h^is— 7— [2 — 
20 (1H-1, 2, 3-MJ7 , /-A'-l->f^) *t , /!)^-4- 

75^ 

(2) N— (4-^n ; e-2-7;VtP7i=;l') — 6-^ [( 1 — 

y^/vt: o -<y ^^-4-^/1^) n^v] ^^yy >--4 -7$ ^> 

(3) 3- [(2, 4-i^y 5VVt°n — /V- 5 -4 ?V) t^Uls] - 
25 S >\ 

(4) (Z) -3- (2, 4-v ? ^^/^-5- (2-^-^y-l, KP>f 

1/ V—sis— 3 — fy^^^vV) -lH-t°n-;w-3-^;v) -7pt°t^ 
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(5) 5- (5-7;Vtn-2-t^y-l, 2 — t Kn-f 1/ K— /V— 3 — f 

-2, 4 -^^ f /V- 1 H- tfn-;v- 3 -*^#^^!J 
Ti/y K ( 2 - ^xf-^T 5: 7 3^/W) T 5: p\ 

(6) N, N-v^^/V^y 3 - { 5, 6, 7, 13 — 7 1 h7t Kn-9- 
5 [(l-^f/vxfdrv^) - 5 -t^y- 1 2 H-^ ^fV (2, 1- 

a ) fen (3, 4-c) j] }Vs^S*—;V— 1 2 — -Y/V} 7ntVH^r/K 

(7) 3- (4— ^n^e-2, 6 ^O^/V^-dr^) -5- [3 — 

10 (8) N- {2— - [(6, 7— h dp- V— 4 — ^^-y P ^/V) 3r*c 

(9) 1- -4- (4 - try >wy ^vw) y^9^>\ 

(1 0) N- {2-^nn-4 - [(6, 7-^7 h^V- ^^-y] 
:7^~/V} -N'- (5— 7^/V-3 — f y^r^yy/V) 71/7, 
15 (11)4- [(4 — 2 -y^VWf ^ K— A'— 5 — >fA0 t^v'] -6 

-yh^^-7- [3- (lfn!Jv?y-l — f/V) t/euK^V] ^rt/Dy, 

(12) 6- [2- (7 *f-/Vj] ;Vs^s( ;V) 7i=/V7;^77"/V] — 3 — E — 
[2- (fc°y Vis- 2 --f /v) ai^/i/] 4 y^y-/K 

(13) 5- ((Z) - (5 2 -^"=3f-y- 1 , 2-i?t Kn-3H- 
20 -f^K— A--3 — fy^V) y^/l^ -N- ((2S) - 2 - t Kp 3 - 

^e/V/ft y y- 4 — W ^7°p tVl-) -2, 4 — S^^vl" — 1H— ;V — 3 - 

(14) 3- ((^r/ f;vyf;V) 757) -N- (4- (hV^/^^r 

py h^-y) 7x=;i/) ft7xy- 2 — ^/v^=3f-y-5 K 

25 (15) 6- (2, 6-^^aa7x^) - 8 - 7 ^vP— 2 - 7 a n/KT 5 S 
- 8H- t°y K[2, 3-d]t°Hi?y-7-ty N 

(16) 2- ((i, 6-i?t Kn-6-^-^y-try v?y-3— f;vyf;i/) T 

5/) -N- (3- (MJ7;Ptnyf;v) /v) - 3 - fc° y — 
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(17) 4- (4- (4-^DO-7x^75/) -7P[2, 3-d] H a ]) ^ 

5 (18) N— (3 - M) ^ 4 — ^ n n 7 =: — N'— (4 - (2 

(19) 4-757-5-7/VtB-3- (6- ( 4 - tf^7 1 

10 (20) 4- (4- (l-T^-l-^/V-^f/V) -7x^) -2- (4 
( 2 -=£)Vifr V I/— 4 — f yV-rc^A-) -7i=;V7^/) - fc° U ^ — 

(2 1) [6- [4- [(4 -^^-;V\£^=7-J>-- 1 — >f/U') p« ^/W] 
-7H-fc'nn [2, 3-d] y v^^-4-^f;H — ( (R) -l-T 7 ^- 
15 /vm^/i/) T 5: >\ 

(2 2) 9 - (1 -jf-jls*. h=3rv-) ?^-7V- 12 - (3 - t Kn^r^7°o t:Vk) 
-6H,7H,1 3H-^^f7 [2, 1 -a] fc'PP [3, 4-c] 
;V— 5 — $r~y^ 

(2 3) N- (2, 4-^7;WtP7x^;V) -N'- {4-[ (6, 7-v^ 
20 V-4-^;y^) -t^V]-2-7;^n7x^;l/) 7^7, 

(2 4) 5-[N— fT-As — N— (4-t^^fV/^^v'7x^) Tir^/kl 

(2 5) N- [4- (3-7^-lH-^7^V-^-4-^^) :7^~/V] 
— N'— (2 — 5-^7 c /l'7x —/V-) 7I/7, 
25 (2 6) 2 -^f/V-6- [2- lH—f ^^^V-2—f^) 

[3, 2-b] — f/^^v-] -^V)/ [b] ^-^-7^ 
^-3 — ;& /l^^f-V y y 2 T v- s> K * f/V7 5 h\ 
(2 7) (R) -1- (4- (4-7/l'*n-2-^f'^-lH->f^K , -A'-5 
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-4 jVXr*r*S) [1, 2-f] [1, 2, 4] VVTi?^- 

:fc£G* 

(2 8) (S) - ((R) -1- (4- (4-7;^n-2-^^-lH-^yK 
5 — /V- 5 -<t AsHr*r*S) -5-^^/H: 0 tin [1, 2-f] [1, 2, 4] MJ 

— { nvir^-y) ^a/^y-2-t-;v) 2 — T ^ //n/V^ — h 

8 8 . VEGF receptor kinase PJ.W%ff 2C3 antibody.IMO 1121b. IMC- 18F1. 
10 IMC-1C11 *3 XXf IMC-2C6 d^*5^felR$il5 / M< £ t> 

8 9. jfiLflPSf^ia^lfeSt^x $TlVEGF#t#-Cfc^ ff^l!5 0-5 4(DV>Ttb^ 

9 0. jfiL^ff^PJ-W^lK^. FGF receptor kinase IWI&lK;Cfc £k li^I 5 0 
15 ~ 5 4 ©V^TtL^— ^S^IBftcodr >y ho 

9 1 . FGF receptor kinase |MF$&fl*tfS % 1 - [2-T5/-6- (3, 5 - v> 
^ h^v^rc^/V) — tf U K ( 2 , 3-d) t°!) ^ — 7 -^/V] - 3 -tert 
-■?^;VV UT&XTfl -tert-^^vw- 3 - [2- ( 3 - v 5 ^ $ 7 ) 

/atWr^;-6- (3, h^V7x-/U) K (2, 3-d) 

20 tr y ^ ^ - 7 - a/\ v i/Tfab?j:%Mfrbm$i&ti% / Pt£< t % 1 -o^fb 

If 3fc3® 9 0 fcfaicOO^r y h 0 
9 2. iMf$f&RI*<&St# s s #l FGF irC#:-trfe§, W^^5 0-5 4 m^Tti/fl* 
— ^{3l|a^<7D^y ho 

* 

25 9 3. (a) ^ V^^Tik&m t VEGF receptor kinase £ 

(b) */v>ft^T^ v^it^-m^nmmm.^ t . 
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— jt£5£ (xiv) 




(XIV) 



Wte. mtfcft-CH=CH-^ 
X^-N (Ri) -^fcttP^HtlK^-^ 

I 3 I 

— C(R 3 )— N 

ZJ3-N (R2) -«rt*U 
^ * 7c T /V & , 

itulB VEGF receptor kinase PJ-U^W^ 
(1 0) N- (2-^pp-4 - [(6, P /V) 
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7x^/1^} -N'- (5 3 -4 y=¥^i/U ;V) ^7UT, 

(11) 4— [(4 — - 2 -y ^vW V K— /V- 5 — f/v) ^-^-ix] —6 
-y h^iy- 7 - [3- (fc'n V *Jls- 1 -^T/V) ^n^^i/] U >\ 

(12) 6— [2— (t* ^/V^/W-^^E^/P) 7x=;V7/V7 7^] — 3 — E — 
5 [2- (try ^V- 2 — i )V) rc^^/k] ^fy^/wK 

(13) 5- ((Z) - ( 5 -7;V$-n - 2 — ^-^y— 1 , 2 — 5?fc Kcr - 3H— 
-T^K— /V- 3 — f Ufy) y^/V) -N- ((2S) -2-t 
^*yy-4-^^7BtVW -2, 4 - ^vV- 1 H- t°n— /V- 3 - 

10 (14) 3- ((^ryU^-4 — f/^^/V) 75/) ~N~ (4- ( f !J 7;kt 

(15) 6- (2, 6-v ? 7nn7x=;H — B> - ^ 2 —y ^^-;VT ^ / 
-8H-t°y K[2, 3 - d]t°y 5 i?^- 7 -^-v N 

(16) 2— ((1, 6-i?t KP-6-^y-tf!J^y-3— f;V^f;k) 7 
15 5/) -N- (3- (MJ7;vtn^f/v) 7^^/^) - 3 - fc° ]) -Jls-%;v 

(17) 4- (4- (4-^aa-7x^V75/) -7n[2, 3-d] \f ]) ^ 
7 —<i tV-fr^l/* =5-jV) - t°y i?>-- 2 -^7/W^^v^y Tis-y K 

^ f ;V7 5 K; 

20 (18) N- ( 3 - h y 7* ^VV— 4 — ^ a n7x^;V) -NT— (4 - ( 2 

-y ^vi^/w^-Y /vt? y v 5 ^— 4 — -Y/w) ^-^i/^^m/v) >7i/T % 

(19) 4-7^-5-7/^0-3- (6- ( 4 - * ^/V-— t°^<^ — 1 
— f/V) -lH-^VXV^ ? ^-2-^^) -lH-^;i)y-2-t 

♦ 

25 (2 0) 4- (4- (l-75;-l-^f^-xf^) -~7^~)V) — 2- (4 

- (2— ^r/UftV is— 4 f/V— ^^VV) -7x^71/757) -fc°!J 5t?y- 

5 = h y /K 

(2 1) [6- [4- [(4 - xf/l/t^y^y- 1 --f/W 7< ^/V] ^rc^/V] 
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-7H-t'nn [2, 3-d] fcT V ^ 4 -A >V\ - ((R) -\ 

(22) 9 - ( 1 - * ^VVrc h v") ^/V- 1 2 - ( 3 - M Fn^n fcW) 
-6H,7H,1 3H-^fyfV [2, 1 ~a] tftaa [3, 4-c] XfV/^S— 
5 )V— 5—^-^. 

(2 3) N- (2, 4-^7/^13^^—^) -N'~ {4-[ (6, 

(2 4) 5— [N— ff-JV — N- ( 4 — Or 9 ^^v^/V^-^^^^c^/V) Tirf/V] 

10 (2 5) N- [4- (3-75;-lH-^fy^^-4-^) 
-N'— (2 — 5 ^7x^ /V) ^1/7, 

(2 6) 2-^^/1^-6- [2- (l-^f/V-lH — f ^ 2 — f /V) 

-fx/ [3, 2 — b] tf y 7 —"(/V —^-yS Cb] ^"^"T 7 m 

15 (27) (R) — 1 — ( 4 — (4-7Mn-2-^f/V-lH — f ^ K*—^— 5 
--f A-^^vO -5-^^yPt°oin [l, 2— f] [1, 2, 4] MJTv^- 

(2 8) (S) — ( (R) -1- (4- (4-7;Vtn-2-^f;V-lH-^yK 
20 -;V-5— f;^^) — 5-^f/^t°na [1, 2-f] [1, 2, 4] MJ 
7^y- 6 --Y/V^-^V) 7 P n^^-2-^-— /!/) 2-75/^n/Vx-b 

9 4. (a) ^/V^ >-T 5; K-a-^b-a-^ £ VEGF receptor kinase PJ.W^JC t 

(b) ^;vfo^T^ ^^t^^^mmm.^t, 
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— ASsS (xiv) 




(XIV) 



10 W(* N fM^fctt-CH^CH-?:, 

XS3-N (Ri) -^fc«^3lfJ^§r. 

I 3 I 
— C(R 3 )— N 

15 Zfii-N (R 2 ) -^r^s^U. 

* 

20 ©^»^-^feoT. 

itulE VEGF receptor kinase PJli^ #»SC# § ^ 

4- ( 3 n a— 4 - n -fn \f;VT ^ / -fr;vi$—;v) 7^/7x7 

dp-i/) —7—* -*cS V ^/l"^^ K> % L< ^©^g^lftM 
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9 5 . VEGF receptor kinase IMFtoStfl^ 4 - ( 3 - ? n n — 4 - (v-^ n 7° 
9 6. X/^y7^ K^T^M^ n- (3-^7/-4-^f;V-lH-^ 

m^mz-f?&&nz>^ ^tci^tib(DmMa^}-vh^, itt59 3-95© 

9 8: Sk i WWr&.m.WM*c«y h^foZ, »*9(5 0. 5 4, 9 3*5 £"^9 4 (DV^ 
^L^— Jgfciaic©^^ ho 

-fl£5£(i) 



EJ*. -O-, -N (CH 3 ) -> -CH 2 -. -CH 2 CH 2 -^7J:{* 

— ^ (ii) 



R 



1a 




(I) 
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o o J 



10 



15 



20 




(II) 



a^S^^rbTV^T^ ^V^C^gT/V^/V*. ■g^S^r^Tb-CV^T^ J;V^C x _ 

o 2 ) ch 3 . -n (ch 3 ) 2. 7k^&, ^^—^a, ai&K^-rs^m^v 



^fcfiff&K&^LTV^fc J^C ^T/l^/V-X R3b ^^t^R^b 

R6b ^Sg^^^^f b-CV^T% J^C^T/I^/V*^^ R5b teTkiSfJK^-^ 
^U-CV^T% <fcv^ i^T/^/H Rsb^fcf^R'b^v^-rtL^— 

(III) 
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xt (IV) 



CI 




H 2 N v 

10 0. ^/V/Jn^t^ K^^T-fb-g^fl^ 
N- [[(4-^on7i^) T^/] tf/Htf^/V] -2, 
10 H — fyfy-5-^y7 5K, 

N- [[(3, 4-^no7s^) 7^/] TJ/l^n/V] -2, 3— S?fcK 

N— (2, 4-^^nn^y/^;v) -4-^nn7x=/W*yr^ F\ 
N- - 5 — "fxi ^^-^ry ^ ^— 2 --.X/V* 

15 5 K 

2-^/V7 7^7 5 F— 5 — ^ n n^/ ^iMJ V 

20 10 1. Kflsibl'TXYS^tt&ltolfr^ N- [[(3, 4-^^nn7x=;W) T 
%S~\ /I/] -2, 3-^tKo^y)/77>'-5-7M>'7^ K33 

£U«N- (2,4 -v>^ ci n^yyV;v) -B-^n^f^xy-Z-^* 
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10 



15 



20 



V bo 

102. 7^y7^F^fM^ N n- -5 
fait© *y b 0 

10 3. 5£(IX) 




(IX) 



10 4. JfiLWif^PJ.W#»W^. VEGF receptor kinase PJ. 

9 9 ~ 1 0 3 COV^-f tb^^— ^^lEic^^^y b G 



10 5. VEGF receptor kinase PJj 



a*. — )K5£ (xxiv) 



R 



4d 



Ad -X d - Y Y^R 5d 
O 



(XXIV) 

[5£ (XXIV) A d te, 5£ 




R 



11 



V 313 rf^A 11 

,12 




N N 



13 



^:-so 2 NR 6d --e*$tL§^, ^-NR 6d so 2 --e^$ti§I^ 5£-n 
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10 



15 



20 



25 



g^^^^U-CV^T^ 5 ~ 1 0 M^7^ n T V — /Vg* fc J3g^£ 

Z^fLX^Xh £v^3~ l o M^f f i^r n f S S ^rf ft 1 5 0 ) "C* ^ 5 

tf^vvl^ ftllrf tTV^T% £V^C ^TA^^r^/I^ — /^*7c^ 



j;v^C3_ 8 v'^^r;^^;^ls tll^f LTVm:% J;v^c 6 _ 10 T y 



l^T t) 3 ~ 1 0 n 



7 p -/i/£, gmK^bTV^^ £V^3~1 OM^f^rniSItfc 
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■T5 ; 

£v^5~l oM^tpT!J-/vS^ ftl^rf ttv^tt) iv^3~l Ol#^ 

©&£&^UTV^& ±vv=e/ -C x _ 6 T;V*;V 



Y d {3, a 



,7d 



R , R 
W? M 



3d 1 



,7d 



R 8 Vn 




R 

V 1 R 8d ^jX- 



.w? 



w 1 




W 1 



X 



R 



3d' 




111 "^7 — N v 



> 




,3d" 



Sr^ Lt V^T t> «t ^ C 2 _ 7 T 7c S : 
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f LWttiV^C s . g ^^nT;l'^^ g$&K£^b~cv^% £v^c !_ 6 
g^X£^UTV^t> J^C 2 _ 7 Tv^V-S. g^SE^^ b"C V^T % <fc I"* C 2 _ 7 



3<r^;vm, g^S^r^fbTV^Tt) J:V^C 3 _ 8 ^^ nT/W=¥/V*> g^K^r^fb 



^bTv^Tfc J^c 2 _ 6 TA'^:=vi' 



Tl^Tt>J^C 6 _ 10 Ty — 7i^1fiifc£&^bTV>Tt> £V> 5~ 1 Ol^f n 



10 6. VEGF receptor kinase RaWKJH^ — (XXV) 



R 3e R 4e 




I 

N 



•i 

N 



Y R 

o 



5e 



(XXV) 



(xxv) >t\ R le «. ^-v le -v 2e -v 3e (a;*. v le tes 
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15 



20 
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3 e 



*3\ 7k3ffJ©^\ ISll^IttV^fe «fcV^C 1 _ 6 T^^/VS> ftS?fl"tT 



R 2e {3. ^7 71, g^X^Wl--CV^Tt> J:V^C 1 _ 6 T7^=I^v' 



— /vfi. g^S^^rbTV^T^ £v^5~l 0M^rn7!J- g 



UTV^T^ 3 ~ 1 0 



■7" 



bTV^ 
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el V e2 v ol *3 £U?V e2 te N ' ^tb^Sli£UT7fc*®^^fc«Bm* 

^"LTV^-ct> J:v^c 2 _ 6 7;vdr^l, gilX^^UTV^^ <fcv^c 3_ 8 is? 

R 5e fi, TkiSHC^-s Itl^tbTV^tt Jcv^^gT/^/i^ g^*£r 
^L-CV^-CbJzV^C 2 . 6 7;^-;^ g|&^3:^rL-CV^T 1 fe £V^C 2 _ 6 T/K 
^r—A^ BlfegSr^TL-CV^fc £V^C 3 _ 8 iX^ o7;V^;H x g^SSr^L 
TV^% J;V^ 6 _ 10 Ty — /l/£.g|&X£^rbTV^& £Vv5~ i OI^tp 

20 TP — /^aE^fcttBlfeSSr^U-CV^Tt J^3~ 1 Ol^fi^rni^S 

10 7. R^^Ci.^/^/H (fcfcU, R le «C 1 _ 6 T;V^;l'S^ttTV> 
25 tU^3~10Mff|A7n|SI % 7X^Xs C 1 _ 6 7;l'3^^ T 
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Sf^fbMtbS l^UK^S^K^bTv^fe li^l 0 6 1: 

IB*© 3ry bo 
10 8. R le ^^/VK;£fcte5£ 



,a2 



R 



a1 




£;R a2 te N ^b^v^ l-t°ny^^ 

-t% 0 ) -C^&*L5gT?&5. f#^l 0 6 ^fBiic©^ b 0 
10 '9. R le ^M^/l-*^fc» 2 -7 b^v^^/^fi-efeS, |f^^l06^|B 
gc09^$/ bo 

110. R 2e ^;/T/S^fett^-CONV ell V el2 1:^§tl5l (^"K V e 



^faic©^^ bo 

111. R 2e ^^7/S*t^-CONHV el6 l:'t$ti§l (^^K V el6 
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&J:©Sife2££^rLTV^t> «fcv\,) WfJfrK 1 0 6 {£fBft<£>=¥ s> K 

112. R 2e ^-cONHV el7 t*^tl5S (S^ 1 ^ V el7 te\ tKHIE^ 

113. R 2e M-CONHV el8 -et§tl^)I (^t, V el8 {3. 7K*im^. 

114. Y 1 ^^ 



R 71 




115. R 3e *3 j;Tj?R 4e ^7KiSif:^--efeS. S^10 6^t©^S'ho 

116. R^tRMC^, Cj.jTM^ C.^^nm^fcttC, 

117. R 5e ^M^-/V-£^ ^^/V^Tcteiy^-p^n fcr^Stf*)5. N tfrjfcS 1 0 

6 ^IBife^^y bo 
20 118. VEGF receptor kinase PJlW^Sf^ — AS^ (V) 

H H 

. O 

(V) 
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119. VEGF receptor kinase PJTg^Sf^ 
N- (4- (6-V-T/-7- (2 -7* b^v^ - 4 - ^ / y /V) ^ 

5 ^v'-2-7;i'tn7x^;V) -N' - (4-7;vtP7s=;v) i^7\ 

N— — 4- ((6-^77-7 - (( 1 -7* *5~)\>— 4 - V V>;V) 

7* b^rS/) — 4-^r/y/V) t^i/) 7x- /V) — N' -^n7Plf;V9 

N— (4- ((6-^/77-7- (((2R) —3 - {-J^;VT^.J) — 2 - t 
10 Kn^r^PtVH 7}-=^) — 4-^r/U/V-) T^iX) 7x=^) — N ' — 

• (4-7/l/tP7x=;V) ^V"7\ 
N— (4- ((6-^77-7- (((2R) — 2-fc (l-t°n 

(4 — y jv-^rny ut \ 

15 4- (3-^ — 4- (^n7nfc'^7^7*^^) 7^77x/^ 

V) —7-7* b^rV— 6 - ^7!) H\ 
4— (3-^nn-4- (^^n7nW^7*;^-^) 75 77x7^ 

iX) —7 - (2-7* f^rv^ — 6 - =*f J V K% 

N6-i/7P/ntW-4- (3 — 12 — 4— (((^^n7nt>7^7) 
20 7^7) 7x7^^) -7-^ f^y-6-^7T/*/^, 

N6- (2-7* b^v-^^^) —4- (3-^nn — 4- ( ( (1/9 n fcf/W 
757) T^y) 7x7 3ff) — 7 -7* h^ri/— 6 P >- 

25 N6- ( 2 - -7 ;VJr n a: -f-;V) —4- (3-^nn — 4- (((y'^n7'nt> 
7^7) 2ijV7$~;V) T^/) 7s7^) -7-^ h^-6-^7 

N6-7*h^iX— 4- (3-7DH-4- (((^^ tf^n tf/V-T 5; 7) 
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75/) 7 ^7 3c?y) — 7 -7 Y^-iy— 6 -^7 y ^#/V*J^lJ- 5 h\ 

A>) 7$ 7) 7x / dri/) — 7 -7 h^i/— 6 - ^r/!) A^^r^ 5: K N 
N6-xf^-4- (3-^ on — 4- (((i/^o7ntW7$;) %/Vtf=. 

4- (3— — 4- (^^ n 7°n t>7 5 7 *M=^) 75/7i7 
drvO —7 - (2-7 h^r^m f^iX) —6 -^7 V K\ 

4- (3-^oa — 4- (v^7 n7°n t°;V7 5 / ^;l/#^;U) 75/7x7^ 
v0 —7 - (2 — fc Kndp-^az h=^i7) — 6- ^7 P >-#/I^=¥^5 h\ 

4- (3— ^nn — 4- (^7 n/n t>7 5 75/7i/^ 
e^) —7— ((2S) -2, Ko^^ntW) 

4- (3-^pp-4- (yf;v7 5;*;>#=^) 75/71/^-7) -7 

4- (3-^nn-4- (xf^7 5 7 Jj;Vt$~;V) 75/7x/^r^) -7 

N6-^f^r7-4- (3-^nn-4- (((xf;W7 5;) #/VtJ?~/1/) T 

4- (3-^nn — 4- n7n t°;V75 7*^*^/V) 75/7x7^ 

i7) —7 - (2 -rc hdf-^m h^iT) —6 S V ^#/V2j?^5 K> 
4- (4- ((i/7n7ntW75 7) ^7/V^^/W) T 5 7 7x7^^ -7- 

N - ( 2 — 7;Vytn — 4 - (( 6 — #/W^-f /V— 7—7 h^v , -4-^7 U/V) 

^-drv-) 7x- /V) -N' — ^ n 7* n If /V £ W\ 
N6— (2-tFP^rVxf/V) -4- (3-^nn — 4— (((i/^ n 7°v if 

^75 7) #/V*J^/V) 757) 7^7 ^rV) — 7 -7 h^v-— 6 -df 7 y 

^^/l/7j?^rif5 K, 

4 - (3— ?uv-4 — (l-7nt>7 5 7^/VfeV) 75 7 7x7^7) 
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-7-7 Y^tS— 6 — 3f-7 V 71^3^5 K\ 
4- (3— 7tzn — 4 — (c i s - 2 - - ^/^ n 7"o tVl^T 5 / 

75/7s/^) - 7 -7 f^ri/- 6 -=3f7 y ^stfdf-f- 5: K N 
N6-^f/W4- (3-^nn-4- (((i/^p7nt>75/) #/i>tf^ 
5 /V) 757) 7x7^^) -7- (2-^ h^i/^h^r^) 

N6-^f;P-4- (3-^nn-4- (((xf/1/7^7) /V) 75 

7) 7^/=^^) - 7 -7 6 -=¥7 y ^/V/J^^ H\ 

4- ( 3 - 7 tz a — 4 - (i/^n^PWU^/Vl^) 7^7i/^r 
10 —7- (2- (4-^7^-U/) ;nfdf-i7) — 6 — =^7 V J^/WaK^r 

^5 K> 

4— (3-^ tret — 4— (2-7;Vtoxf;P7 5/*^^) 75771 

—7-y b^v-— y ^7j/v/^df-^5: h\ 

N6 - ((2 R) Tb7t Fn-2 -377— /V 7 ^-/V) - 4 — (3-^an-4 

6 y J^/M?^-?*^ h\ 

4- (3—7/^13 — 4— (xf ;l/7 5 7#/V ^) 7577x/^r^) - 

7-7 h^^- 6 -^7 y ^#71^^ 5 h\ 

4- (3-^tra — 4- (((i/^t27nt>757) A') 7 5 7 ) 7 

20 — 7 - <( 2 R) - 2 — t Kn df-v-— 3 - ( 1 - tfn y ^7) 7° 

n/K^f-iX) — 6 -3r7 y ^7J/V^=¥f-5: K> 

N6-7f^~ 4- (3-^pp-4- (((7^W757) 75 

7) 7^7=^-» —7- ((2R) -3-^xf;U75/-2-t Ktrdf-v- 

:7p/J^» — 6 -^r7 V ^/l^^ 5 H\ 

25 N6-7^/V — 4- (3 -7 n n — 4 - (((if;k7 5/ ) ^/i/tf^/v) 7 5 

7) 7^73^» —7- ((2R) -3-^xf^757-2-fc K^dr^ 

^n/Kdf-^) —6 -^f-7 y ^#/l^^5 h\ 

N6-7t c ;V-4- (3 -7 hp — 4- (((7^/^757) ^^—/l') 75 
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/) y^/^-l/) —7- ((2R) -2-tKP^>-3- (l-lfnpi? 
7) 7 p n/K=¥v') — 6 -3f7 y ly^J/V^^^ Kx 
N6-^f/W-4- (3— ^nn — 4- (((xf/VT^/) T 5; 

7) 7i;^)-7-.'((2R) -2-tKn^>-3- (l-fc°ny^ 
.7) ^a/K^rv-) -6-^/!J^/V«>t^\ 

N6-^f^-4- n — 4 - (((^f/V75/) $>;vt$^;V) T5 

7) —7- 7 —6 

-^7 y ^^/vji?^^^ h\ 

N6 _^^- / ^_4_ (3— s? ntl — 4- (((xW^/) T5 
7) 7^/^^) —7- ((1 -^V/V— 4 -fcV<y vW 7 h^V) —6 

N _ ( 4 _ ( 6 _c/ r y_ 7 _ ( 2 -7 h^rv^ h — 4 — ^ 7 y A) ^~ 

=3riy- 2 -^AsJ-n -N' -V^ xx-fn H'/Up VT S 

N _ ( 4 _ ( 6 _^ T y_7_ ( 3 _ ( 4 _^,^ri7) tt /Jk df v0 - 4 - 

^ ; ]j ^) ^dri^^^/l/) — N' - (3— (7 ^A^A-^ — A) 
4 - (.4— ((i/^p^aW?/) tfA-tf^AO 7^7x7^^) -7- 

^ h^^- 6 - ^7 y ^^/v^^i^s: k % 

4— ( 3 — 7/V^"T3 — 4 - ((2-7^tD^f/V7 5 7) 7^/ 
N6- (2-*h^=f A') -4- (3-^nn-4- (((7 

#,v/K~a) 757) 7x/^7) -7-7 f^^-6-^;yy*/^> 

4 — (4- (3-xf;H7W F) -3-7^tn-7s;^) — 7-7 f 
=¥i^7 y f — 6 —fJA'tf^fV v V TZsyY (2-^7/xf;v) T 

N _ ( 4 _ ( 6 - (2-^7/^f^) *;W^;V-7-^^-4-^f 
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12 0. VEGF receptor kinase PfiW#Jff 

4— (3-^nn-4- (iX^ n tW7 ^ / T % / 7 ^ / 

v-) — 7—7 h^rv' — 6-^7!) ^^/V^^^ 5 h\ 
4- (3-^on-4- (if ;P7 > / 7^/7i;^rV) -7 

-7 h^f- 6-^7!) ^#A-7}^1?-^ h\ 
N 6 — 7 h^r iy— 4 - (3— ^nn- 4— (((v^^ p/p t>7 ^ 7 ) 

~/^) 7^7) 7x7^r^) -7-7 h^f- 6-^7 P h\ 
4- (3-^nn-4- (7f/V7^7*^^) 7^77x7^^) -7 

-7 h^V — 6 -=3r/ y Vifr/VJ^i^ K 

N6-^ (3-^an-4- (((if^7?7) jj;V^=-/V) T 

5;/) 7^/^^) -7-7 F^V-6-^7 U^^^>t5 K 

12 1. VEGF receptor kinase PJ.^>®^> 4- ( 3 - ^ pp-4 - (^n7 
n tW7 ^ T 5 ;7x7^V) -7-7 h=^iX— 6 -=¥7 U 

12 2. VEGF receptor kinase PHW%ff# s . 4- (3-7PP-4- (^P7* 
a fcf/VT 5; 7 — /V) T 5 7 7x7^7) -7-7 h^rf— 6 -^7 U 

/Vtf?3r1^ K©7 7>-^/V*^?ltt^5, fi^Il 0 4 KlfB4fe©3ry h„ 

12 3. VEGF receptor kinase tRW^M^^ — $£3£ (XXVI) 
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(XXVI) 



J,12f 



[5£ (XXVI) 4\ R llf te, 7k*Jjf>^ ftS^rf LTV^tiV^C^^/v 
df;H % -B^K^^b-CV^-C% ^V^C^eT/V^-^/l-S, g^^^r^UTV^-C 

fliJfea6Sr^rUTV^-ct> iv^c 6 _ 10 T!J-/Hx e&g&^U-cv^fc 

5~1 Oi^TnT!J-/H, e^K^^UTVMT^J;^ 3 ~ 1 0 f I 

A llf fi, ttl^f ttV^t J;V^mig^-^fc:^&*m^^«0*-r§ 5 
df-^/l/^, ffl^S^^Pr bTV^-C% £l^C 3 _ 8 v'^ P T^^r^l^ ff^^&^b 

T y — fct28#§:X£^ It v^r % J: 3 ~ l 0 M#^#$^7^ n 
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10 



15 



12 4. R llf ^g^^^^-bTV^r^ £V^3~1 OM#M^TpISSI 



2 3 fc|Bft(D^5/ b 



1 2 5 . R 



1 1 f 



\ ^ A 




N 




N 



O 



33 J; 



HN 



[ 



zk 



N 




HO 



O 



A ^ A 

N Me'^N 



Me 



Me. .Me 
HO 




O *3£t>* 




12 6. R 1 1 f 
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10 



15 



HO 



X 



N 



X 



HO 




N 




X 



x 



N 



X 



O 



12 7. R^^STK^j^^-trfc^, ff^lll 2 3 ^IBic^^ h 0 



1 2 8 . V 



f 13« 



^^feS, It^^l 2 3 &CfBife(7)dr^ h 



129. a 11 ii»ci 2 3^1311^^ h c 

13 0. R 4f ^^^i^^^fe?). ft^Tll 2 3 ^fa^O^ri/ ho 
13 1. R 5 'ffC 1 _ 6 TJU^/VMti±feC 3 „ 8 ^? vT/^^Sl'&XhZ), If^B 

1 .2 3 ^fBgctf)^^ h c 
13 2. R 5f ff^IIl 2 3 ^fBacOdr^ ho 
13 3. R 9f &7kmB.^X*&Z>, fif^H 2 3 \Z.mM(D^y ho 



13 4. VEGF receptor kinase RUL 



1=1 



— (VI) 




[Sett's R ld f2. 



N 



X 




N 



X 




N 



O 




HN 



N 
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N 



N 




HO 



O 



Me 





Me 
HO 

13 5. VEGF receptor kinase V&M%oW.&, 

5 _ ( 2 - (((4-t Kn^r> / -4-^f/VtVyi?y-l-^;k) 

N1 _ 7? ^ /V ,_5_ ( 2 - ((4-t FP^^lf^yi?/) 

- 4 - fc° U VVV) 1 H- 1 — ^ K — J>Vf] 7V&3r-y- ^ K N 

Nl-^f/V-5- (2- (((4- (tfP5 5?y-l—f;» 
15 — { ;V) %;Vi$~;V) 757) bf U v 5 ^- 4 --f /i^^r vO -1H-1--T 

Ni-^f;v-5- (2- (((4- (tf^yv^-i — r/v) t^y^^-i 

--f/k) %;Vi$~;V) T5:/) tf P v 5 ^- 4 --f /^^-= 3 r-» — 1 H— 1 : — i 

20 #3 

N4- (4- (1- (^f/VT$/) 1 H - 5 ->f y KP ^) 

dp^y- 2 — tr v i?Ar) — 4 — ^e/i/#; y 5: k 
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13 6. VEGF receptor kinase PJW&Stfl^ 

(1) N- (4-^n : e-2-7^tn7i=/V) -6— yh^f-7— [2 — 
(1H-1, 2, 3-M)7^-l — f/V) ^b^^] 

(2) N- (4 —■?n*e— 2— 7;^P7x=;V) -6-y h^r->-7- [( 1 — 
y fvWfcT^ ]) *J > - 4 - ^ J>V) * h^r^l W!)X-4-75^ 

(3) 3- [(2, 4 - t< ^/V tf T3 — 5 — f/V) y^W^] —2 — f ^ K y 

(4) (Z) -3- (2, 4-v^^/V-S- (2-^-^y-l, 2-i?tKn^ 
^ K— /V- 3 — f UfV^f/V) — 1 H — tf n — /V— 3 — f/V) -/at°t^ 

(5) 5- (5 2 -^"^y- 1 , 2 -S?fc Kn-f >- K— A'- 3 
Df^^f^) -2, 4-^^f^-lH-tfn-/W-3-*M :3 fv / y 

(6) N, N-^f/^y^/ 3 - {5, 6, 7, 1 3 — "9 s " h?t Kn-9- 
[(1 -y^/Vrc hd^V) y^/V] - 5 -t^y- 1 2H^ ^tV (2, 1- 

a) t'on (3, 4-c) 1 2-^^} T'ntf/l/x^f /K 

(7) 3— (4— ~7vt*c— 2, 6 — v^/l/^n — -^^i^/V^-^ri/) —5 — [3 — 
(4-fnP^y-l — (A'—ZfT'A') -17WK] — f7f7 v /- /V— 4 — 

(8) N- {2-^nn-4 - [(6, 7-i^y h^^-4-=3rt , /!J-^) 

(9) 1- (4-^ppT^!);) -4- (4 - tf U ^/V) :7^9S?>\ 
(1 0) N- (2-^pp-4- [(6, 7—*J* 4-^7 P A-) ^^r^] 

-n'- (5 -t^/v- 3 --r y^-tf-yy ;V) ^UT, 

(11) 4- C(4-7/^n-2-y^W>-K— ;V-5-^;V) -6 

-y 7 - [3- (fnp^y-i — f/W r/ntf^v] H/!)^ 

(12) 6- [2- (y f;w*;w^>f /V) 7x^;^;P7r^;V] — 3— E- 
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(13) 5- ((Z) - (5 2 -^y- 1 , 2-S?fcKn-3H- 
^ K— /V- 3 — f y y^vV) -N- ((2S) -2-t FP^i/-3- 

^e/V/K y 4 — y(;V^u \f;V) —2, 4 — v 1 / ^/V— 1 H— fc°n—/^— 3 — 

(14) 3- ((^/yy-4--f;^f;V) 75/) -N- (4- ( f !) 

(15) .6— (2, 6-^7PP7in;l/) - 8 - / f /V- 2 - 7i^/VT 5 7 
-8H-t°!)F[2, 3 - d]fc°y 5 v 5 ^- 7 -^-V, 

10 (16) 2- ((1, - 6 -$-*y -¥9^^-3-4^*^^) T 

5i/) -N- (3- (b!)7^tn^f;V) ^^n/^) - 3 - fc° y v> 

(17) 4- (4- (4-7Pn-7x=;l/757) -7p[2, 3-d] fc° y y* 

15 ^W? K> 

(18) N- (3- h y 7;v-tn ^ 4 - 7 n p 7 x^;V) -N'- (4- (2 
-^^5&;v/^^;vt°y 4 --f ;v) ^-=^->7^^/v) 7V7, 

(19) 4-757-5-7/^n-3- (6- ( 4 - * fc?^ v 5 V- 1 

->r^) - iH-^yx^ ^ y*y— /v- 2 -^f/v) -iH-^;yv-2-t 

20 

(20) 4 - (4 - (1-757-1 — ^ J-fls — ^T-tV) -7=c~;V) - 2 - (4 

— ( 2 — ^e/V/ft y 4 — 4 jv— ni^/v) — ^rc=/i^T5:/) -t'Dv^v - 
5 h y 

(2 1) [6- [4- [(4 - xf/Vt°^7^^- 1 -4 M y^/V] 7x^/H 
25 -7H-t°nn [2, 3-d] t°y 5 ^y-4-^;H - ((R) -1-7*.— 
jV^f-jV) 7TA 

(2 2) 9- ( 1 -7^v^ h^v") y^/V— 1 2- (3-fc FP^^ntVP) 
-6H, 7H, 13H — f^V [2, 1 -a] t°no [3, 4-c] #/W^y— 
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;V- 5 —Uri/^ 

(2 3) N- (2, 4-*J^7V3ru7 -N'- {4-[ (6, 

v-- 4 -dp- J V ?V) -^-df-iX]- 2 —yjV^rrt -7^~;V) ^7, 
(2 4) 5 -[N— * ^/V— N- (4 — ^^-yjv^r^l/-7 a^=-;v) Tir^/V] 

(2 5) N- [4- (3-7^;-lH-^y^/-^-4 — i /V) 7x^;k] 
— N'— ( 2 — — 5 — * =f-;V7 /V) <>l/7\ 

(2 6) 2-^^/1^-6- [2- ( 1 - ^ f 1 H-f 5 2 - 

[3, 2 — b] t°P^y-7 — f/V^-^iX] ~-<^y [b] ^^~^rc 
10 ^- 3 -#/V-/J^v'!J y ? Ti/y K ;* ^-fVT % F\ 

(2.7) (R) -1- (4- (4-^7V^-a- 2 —*<f-?V— 1H — 
— f /Vtf-ap-S') [1, 2-f] [1, 2, 4] MJ7v?y- 

6 — f /T-or^vO ^n/^-2-t-/V 

15 (2 8) (S) - ( (R) -1- (4- (4-7;Vtn-2-^^-lH-^^K 
— /V- 5 -4tV3r**/) -5-^f^t°nn [1, 2-f] [1, 2, 4] hV 
7^y- 6 — 7VJr*r is) ^n^y-2-t-^) 2-7^7 7'P/V^b 

fF^$^b^^^fd^^:tb^©^^fP^-T?fc§,ft^:^l 0 4 MfB^ K 
20 1 3 7. VEGF receptor kinase UW^oM^. 2C3 antibody. IMC-1121K 
IMC-18F1.IMC-1C11 ^5^^^0-206 h < t 

loro»'|)5, t*3ft3fil 0 4^|B^(7)df y K 

13 8. jfeWtf^PJL^S^N VEGF irCfc-V tb % . ft ^ 9 9~1 0 3<DV^T 

* 

25 1 3 9. ifrLfff^J.^^JC^ FGF receptor kinase RR§<&«-efc 5 N If^I 9 
9~ 1 0 3 (DV^-ftL^— 3®^|a4fe©^y ho 

14 0. FGF receptor kinase HUgFUfoWa^ 1- (3, 5 - 

h^rv/7x^;V) -t°!J K (2, 3-d) \£ ]) ^ 7 -J As") ~ 3 - 
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tert-^/V^ WT*3 £X$l -text-yf-J^- 3-[2-(3-^ 

fcWT 5 7 - 6 - (3, bdrtX7^=/V) - fc° y K (2, 3-d) 

4 1 . jfrWl^PM^Jf^ *nl FGF ^f$-T?fc5, B*3fc2l9 9-1 0 3©V^f 
4 2 . ^)Vi^^T % K^fMtt^"C^5Ii £ . VEGF receptor kinase 

— Jt£5£ (XIV) 




(XIV) 



Xte-N (Ri) -^7c{3^l!tJE^£r. 

I 3 I 
— C(R 3 )— &tzlZ N 
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Zfi-N (R2) -£r#0£U 
=f- £ fc IS & T /V ^ ;vm & > 

fufH VEGF receptor kinase PJ-^^Jf #K 
(1 0) N- {2-^nn-4 - [(6, ^^-4-^7 y A-) 

7rc=/v} -N'- (5-^f;V-3-^y^f/!)/V) *7^7\ 

(11) 4- C(4 — — 2 — ^vW ^ 5 — f/V) -6 
_^ b ^c/_ 7 _ [ 3 _ (t°ny^y-l-^;V) T'natf^S'] ^t^P^ 

(12) 6- [2— (p« ^/V^/W^^/V) •? x.—As^JV? r — As] — 3-E — 
[2— (fc° y 2 — rex— /V] — /K 

(13) 5- ((Z) - (5 2-^-=^y- 1, 2-^tKn-3H- 

/V-3 — f yf» 7^/V) -N- ((2S) - 2 -fc Kn^V- 3 - 

^e/v^ y 4 -xf/v^n tvv) -2, 4-^^-111-^^-3- 

I. 

(14) 3- ((^y y 4-^/^t? ^-/v) r^y) — n— (4- (by^/v^- 

hdf-iX) 7x= /V) ft7iy- 2 — #/Vtf?=3rlJ- ^ F\ 

(15) 6- (2, 6-^no7i^) -8-yf;V-2-7x^r^7 
-8H-t°yK[2, 3 - d]t°y ^ iff- 

(16) 2-((l, 6 - t K n - 6 - 1 y - f P y - 3 - ^ /V ^ f M 7 
_ N _ ( 3 _ (fy7/l/tnyf^) 7 = =^) - 3 - t°y ^V-^/l/ 

(17) 4- (4- (4-^np-7x^;I/7$y) -7o[2, 3 — d]t°y^ 
y ^;v7 ^ K\ 

(18) N- (3 — by 7/Vtnyf;V-4-ynD7x-^) — N'— (4- (2 
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(19) 4 — X 5 / — 5 — y sV^r tt — 3 — (6- (4 — ff-JV — ^7^^- 1 

— ^a-) -ih — <yx^5^y-^-2-^;v) - iH-^y 
7. 

(2 0) 4- (4- (1-7^-1-^^-^) -2 - (4 

- (2- ; t/^!)y-4-^;V-xf/l') -7x^7 5 / ) -K'V^^y- 

5 h y /K 

(2 1) [6- [4- [(4 - xf;l/t°^7^y- 1 ~^^) * ^W] :7^— /V] 
-7H-t°PP [2, 3-d] t°y $ I? is- 4 --OKI - ((R) - 1 -7x = 

(2 2) 9 - (1 ^V^rc b=3r>» * ^/V— 1 2 - (3 - fc Kn^V^n tVV) 
-6H, 7H, 1 3H — f^vV [2, 1 -a] t°PP [3, 4-c] TJ/W^^ — 
;V- 5 

(2 3) N- (2, 4-^7^tP7x^) -N'- {4-[ (6, 7-^^b=¥ 
(2 4) 5— [N-^^/^-N- (4 — ^"^ ^7WWv'7i= ;V) Tir^vkl 

(2 5) N- [4- (3-75 7-^-^7^^-4-^^) 

— ISP— ( 2 -TVl^n - 5 f;^7x^;v) 7^7, 

(2 6) 2-7^-/V-6- [2- (l-yf/V-lH-'f 5^V-;V-2 f /V-) 

-*?-^J [3, 2-b] 7 -^7V^-=3fV] [b] ^-^-77 m 

7-3-*/H^f^y^ TfyK 7 f ;^7 5 K> 
(2 7) (R) -1- (4- (4-^/V^-n-2-7^7V- 1H — f V 5 

--f/V^vT) -5-^f/Vt°nn [1, 2-f] [1, 2, 4] MJTv^- 

6--f/^v') yx3./<.*y — 2 — — 7V 

3o £7J? 

(2 8) (S) - ((R) -1- (4- (4-7/^n-2-7f^-lH — f^K 
— /V- 5 -4 frJr*^) - 5 -^^vVtfni? [1, 2-f] [1, 2, 4] 
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T^^-6-^f;m^) -fusils— 2—$r—;v) 2-7 5 y^n^Vx- b 
14 3. ^;V-fcl/T^ F^•^"fb'^#I^^•^-e^^)SSli^ VEGF receptor kinase 
— jt£5£ (XIV) 




(XIV) 



Wf±, li^fc»-CH=CH-t 
Xte-N (R 1 ) -^fcttlfesSfJji^ STx 

I 3 I 

— C(R 3 )— N 

Zfi-N (R2) -grtt^U, 
^ * 7c & fg ft T / V / V £ & % 
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ItrfB VEGF receptor kinase PJ.^SC^ 

4- (3— i^na — 4— (v^ n ~? n tf/VT 5 7 /V) 757.7x7 

.14 4. VEGF receptor kinase m^WoW^, 4 - ( 3 - 9 n n — 4 - 0>7 n 
7ntVl/7 5 7*^^) 75/7x7^7) — 7 - 7 h i7— 6 - 7 P 

10 14 5. 7/^y7Utf^W^ N- (3 -V-T7 - 4 1 H- 
3/ K— /V— 7 — { ;V) -3-77/-<7if7^;V*77 5 K\ &U<te^rO 

14 6. Mfl^S'bT'fcS, fM9 9, 1 0 3, 1 4 2j8it)«l 4 3©V> 
15 ^{-IB^O^y K 

1 4 7. AL&m&U&M*?' b7?fc5. »*«9 9. 1 0 3, 1 4 2*3it;i4 

14 8. J/7 5 K^^pffe-^* i: JfiLW*f^ia**St SrB#^S-^*r 5 - £ 

20 oT N 



[g£*, Ett^ -O-, -N (CHa) -s -CH 2 -> -CHjC^-ffctt 
25 -CH 2 0-^ Dte s -CH 2 -*fctt-0-^^ R ls ft, tK^M^"^ 
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— J&5£ (II) 




(II) 



0 2 ) CH S , -N (CH 8 ) 2, Tfcife^ ~7^~;vm, ff^X^r^ :7 



3£4\ R2bf^ N *3KIJK^ ^n^Jj^K ^7/1, ftl^f ttv^t) J: 
v^C 1 _ 6 7;v^;^ fiII:tLTV^T^)j:v^c 2 _ 5 7;^^^v'*;^^-;^ 



R6b ^is#ia6Sr^ru-cv>-ct> £v^c a _ e r/^/V'S© t # % R 5b ttzksWS^T? 



^LTV^% J^C^T/W^/V^ ({H.U R5b ^ f c fi£ R ?b (D V^ftd*— 
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^ (in) 




CI 



s jK 



5ft (IV) 



ci 




14 9. 5 K-a^t^W. 

N- [[(4-^nn7x^V) T 5 / ] Z>A>tf~A'l -2, 3-i?t Kn-1 

H — f 5 -JX/V^^T 5 K\ 

N- [[(3, 4-^PP7x^V) 757] XA'tf—A'] ~2, 3— S?fcK 

P^7777y-5-X/V*77 5 F\ 
N— (2, 4-^^PP^y^/V) -4-^nt3 7x=;^^*yT5 h\ 
N- (2,4-^PP^/'f^) — 5 -^n^ft7xy- 2 -^/V/fr^T 



£5 £7J? 

2 -^/P7 7=/V7 5 K— 5 — ^ u n 1h y ^ 

15 0. ^^yTU^fft^*^, N- [[(3, 4-v ? ^nn7rn=/V) T 
57] #/V/J?~/V] -2, Kn^y7*77V-5-X;V*y75 K*3 



5 K 
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XTftX— (2,4 — W n n *<ls S 4 As) — 5 — ^n^ft7x ^— 2 — x>;Vifr 



151. x/^yr^KMft^W^ n- -5 

15 2. 5£(IX) 




(IX) 



15 3. JkWfntP.l.^ff VEGF receptor kinase PJ.* 
1 4 8 ~ 1 5 2 COV^Ttl/^— 3S^fS<4©^fe 0 



15 4. VEGF receptor kinase PiL 



— jRg£ (XXIV) 



R 

d ,,d 1 



4d 



A ^xd-Y^N-RSd ( xxiV) 
O 

[5£ (XXIV) »K A d f*. ^ 




^A 1 



V 



a13 ,^W A 11 



,12 




R" R 

(5£4\ R ld 'f*s ^-v x -v 2 -v 3 (5£>K vn^tts^f btv>-c ^ J: 

^;^7^^S, ^;vfc~;vm, C O N R 6 d — T?* § frb%^ 

S-so 2 NR 6d --et^tL5S, s-NR 6i so 2 --et^5i^ 5£-n 

R 6d CO-l?t^ti5ltfci^-NR 6d -ti$tb51?rI*t5 (sS'fU 
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gmK^bTV^fe J^C^T/l^/VX, filfe*^ UTV^t % £ C 2 _ 

Sr^UTV>Tt>i;V>C 2 _ 7 T7V'=i^^/i, 7}? ^/l/^ ^ fc ft 
^-CONV all V al2 tt^tl5S V all f*. 7k*lJlC^\ Itllrf 

;H, e^S£^bTV^% J^C^eTA^-A^ g^K^bTV^ t> 

v^T t> J; 3 ~ 1 0 R&%mm^Tvm&&&Mti??Z> ; v a 1 2 ft, tK^^-, 
ttI^lrLTV^T 1 l)j;v^c 1 _ e T;^^;^l, S^S^r^ UTV^TfeJ;v^c 2 _ 

ywa^i/SSrlJ^-rSo) "C^&fr 5 SASH'S ; 
r 11 ^ tRIHHC^ g^*^bTv^% J^c^eT/v^/^. til?: 

TV^-C^ £V>C 6 _ 10 T!J — 7l/^.S^K^^"bTV^T^ J;V^ 5~ 1 OM^tp 

164 



WO 2006/030947 



PCT/JP2005/017238 



10 



15 



20 



25 



J^5~l 0 M^r n 7 !) ff^X^^L-tV^T^ 3 ~ 1 OMf 

mm^T^m^:&, 70s, *^a^uxv^% ^v^z-c^t/i^/v 

# A-/}^ ^ teg^.^ b T v ^ T t> J: v > c 2 _ 7 TA- v- # 



,7d 



,3d' 



w' 




R 7d 




W N 
R 

(aS*. R 3d ' f2 % TkHfji!^ 



X 



3d' 




w 1 A 

) — N 

R 3d ' 




Ltv^t'^)j:v^c 1 _ 6 7;^^;H, 
Ltv^t%J;v^c 2 _ 7 7y;Htfc^til^f Ltv^%J;v^c 2 _ 7 7 
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^hnl, T^7^. Itl^f tTV^t% £V^C i_ 6 7/V^S, M^X£r 
7^ 3 ^ ^ ^ ^ t - C O N V d 1 V d2 (5£(K V dl £>£t^V d2 



Ltv^t)J:v^c 2 _ 7 7^=>^ 



tv^& J^c 6 _ 10 ry — /i^B^K^ u-cv^r^ J^5~i oi^fn 



25 



15 5. VEGF receptor kinase IM^^IC^ — (XXV) 
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R 3e R 4e 



10 
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(XXV) 



[5£ (XXV) 4\ R le ». ^-v le -V 2e -V 3e (5£4\ v le «. -ft 
jjfeJOjC^ #/V/J^/l^ N ^/l^^—zV^ ^;H1n^;1'S, S;-CONR 6e - 



&.t^C e _ 10 r y — ;H,Stl^f Ltv^Tt £v^5~l Ol^rnTU- 

Srtbtv^^iv^c^eT^vS, fi^^^r^urv^T % £v^c 2 _ 



t5.) ; 
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T J: C 1 _ 6 7^3 ^ v^t: fcltW il^^r^ V^T % «fc C 3 _ 8 is 9 a T 





Iill5rtLtV^%j;V>C 2 _ 7 7^3 : 3r^/^^Stfc^-CONV 
el V e2 C^ 1 ^, V el $5£Z$V* 2 U, Zrtb^frVk&VXfcfgl&^-iZltte 



t■tTV^tt)j:v^c 2 _ 8 7;^^-/^S^ fajfeX&^bTV^k «fcV , »C3_ 8 S''^ 
n7^^Ss gl&^^r^bTl^T^ £l^C 2 _ 7 T vvl^&^fciteS^X^^U 

g^X^^bTV^'b «fcV^C 3 _ 8 f^ nT/V^/I/^ gtfe^&^ru 

t v — /vs^fc^g^K^^ruTv^T^ J:v^ 3~i oi^fi^fpi^s 
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156. R le ^Cj.eT^H R le fiiC 1 _ 6 T/l' d e/l'S ; S:^rb'^ 

Tt> £V^3~1 Ol^fi^fPiSI, TK^S. Ci_,7A/a^i/i, T 



157. R le ^M^-^S*fc^^: 




R 



a2 




15 8. R 1 f fc ft 2 - ^ f ^^^f /HTfc 5 ^ IfrjfcE 1 5 5 Rl|E 

15 9. R 2e ^^7yItfci^-CONV ell V el2 T^$tl5S (^^^ V e 

— AS^fcteg^K^u-cv^-c^ 3~i oi#ffI^fplS;I^I 

S^S^r^fl/TV^T'fe .tV^C 2 _ 6 T/i^— AlE^ g^3£^^ UTV^T % iv^Cj 
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10 



15 



LTV^t t> £V^C a7;V3^v'llff *t5o) T'fcS^ ft ^5 1 5 5 

16 0. R 2e ^^7yStfcttS-CONHV el6 taStl5l (^4 t . V el6 
ItfcliC s _ 8 ^P7/l'3^^Mt!*tS, fcTcU, V el6 «u ^a^^ 

16 1. R 2e M-CONHV el7 t*§Jl§S (5£4\ V el7 f2. TkifcJl^ 
C 1 _ e 7/W^;H*fc|j:C 1 _ 6 7/l'3^'>ISrt!*t5o) 7?&>5 N fi^S 1 5 
5 fc|Sic(D^& 0 

16 2. R 2e M-CONHV el8 -e*§tl5l (5£*K V el8 J3. zklPiM^ 
^^/vS^fc«^ h^iXS^ric^i-5o) 7?fc3, ft^ill 5 5^|B«0^-fe 0 
16 3. Y 1 




7? 



16 4. R 3e *5 £7j?R 4e ^7klStJPi^-7?fc5, »^3fi 1 5 5 JH|Bifc©*fe 0 
16 5. R 5e ^ 7 .KlSffC-1^ C!_ 6 7^/^ C 3 _ 8 iX^ aT/V= 3 f-/VS^7t«C 6 
20 _ 10 7y-/H (fcTcb. R 5e te, An^^^i^^^y^/^^/H^ 
b&5IPa>k3BWC*L5 1 SJUiOflttytSr^rUTV^T 1 !) J;v^) 7?£>5, If^^l 5 

16 6. R 5e £M5vV-^ N ^^-/vS^fc^v-^ P^n tr^as"Cfc5s if 3£*K 1 5 
25 1 6 7. VEGF receptor kinase W&fa9t&* (V) 
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O 

fcVUIrtftL, R*>tt-NHi*fctt-NHOCH 8 *t!!lct5.] 

16 8. VEGF receptor kinase P-l^^K^ 
N _ ( 4 _ (6-^r;-7- (2 b^fv^ h^vO ^ 
^^-2-7;^n7x^;V) — N' — (4-7;Vtn7x=/>) ">V7, 
N _ — 4- ((6-^77-7 - (( 1 - ;* ^)V—A - fc°^ V i?M 

10 * h^r-» — 4— =¥/y/V) ^drS") ^) — N' — n l/n fc°/V!7 

N _ ( 4 _ ((6 -iXT/ — 7 - (((2R) —3 - (5?xW5/) — 2-fc 

(4-7;^n7x^;l/) ^W7, 
15 N— (4- ((6 7- (((2R) —2-fc Ko^^~ 3- (l-tTn 

y^y) ^nfcW) ^^vO ^-^^) :7^~/i/) — N' — 

(4-7;Vtn7x-;i/) 71/7^ 
4 - — 4- (^^n7n 7^/7i/^ 

i/) -7-7 h^f^-6-^;y7*;^>f $ K 

20 4- (3—^ on — 4- (i/^ P 7n t°/V7 5 / ^/V*^^) T^/^W^r 

*,) —7- (2-7 h^'/'x h^iy) — u ^/v^f-s: H\ 

N6 - 5^ p7p tf/V — 4 — — 4- ( ( (S^ u :/n fcf/WT ^ 7 ) 

T^7) — 7 -7 6 -=3r/ y ^7J/V7}^^ 

25 N6- -4- (3-^ph-4- (((^p/ntVl^ 
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75/) 75/) 7x/^^) —7-/ h^f i/— 6 -3r/ 9 ^ 

N6- (2 — —4— (3— ^ n n — 4— (((^^n7 P nt , /V 

75/) #/l/7jwk) 7 5/) 73i/ dp-vO — 7 -/ h=^5X— 6 — 3f / JJ ^ 

5 ^/V^^-^5 K> 

N6— / h^V— 4— (3-^nn-4- ( ( ( n 7n t°/V7 5 / ) 

75 /) 7x/^)-7-/ h^iX— 6-3r/ U >-^7/V^^^5 F\ 
N6-/f^-4- (3-^nn-4- (((^ n :/T=r fc;Vl/7 5 / ) 
/V) 7 5 / ) 7^/3^) — 7 - / h=3ri/-6 -3r/ y i^/Vatf^lJ- 5 
10 N6-xf/V-4- (3-^t2n — 4- (((^^n7ntVW75/) 

/V) 7 5 / ) 7x/drv^) — 7 - / h^rV— 6 - / U V^/V^^-9-5 h\ 
4- (3-7/V^-n — 4- (iy^n7nW5/*;^^) 75/7x/ 

dri/) —7 - (2 - / b^r^^- h^r^) —Q-^r/V V^7/V#=¥i^ 5 h\ 
4— — 4— (i/^ a 7p tW7 5 / *^#-;V) 75/7i/^r 

15 v-)— 7- (2-fc FP^i/xf^) -6-=^/ P ^/^t5 K 

4- (3-^nn — 4- ( n 7p fcf/WT 5 / $r/Vs$~M 7 5/ 7x/^ 
^)_ 7 _ ((2S) -2, KD^f^7nt» tf-^V— 6-^/ 

4- (3-^nn-4- (^f;W7 5/^/^=^) 75/7^/=3ri/) -7 
20 —7* b^f— 6 -=3r/ U ^^/^#^-^5 K> 

4- (3-^nn-4- (xf^7 5/*/^=^) 75/7x/^-y) -7 

-/ h^^— 6 -=¥/ y >-^7/w^=^^5 H\ 
N6-/ h^^-4- (3-^pp-4- (((^^71^75/) ;Vt$~;V) 7 
5/) 7x/^^/) - 7 -/ Y*i/- 6 -df / y >-#/l^df^5 F\ 
25 4- (3 —9 an — 4- (S//n7ntVl'7 5/*^/V) 75/7x/^f 
*y) —7- (2 h^is) -6-^/ D ^/V^t5 K, 
4 _ ( 4 _ ((v/^n7nt'^7 5/ ) #/V3j?=/V) 75/7x/dr^) -7- 

(2 -/ b=3r^^ b^rv/) - 6 -3r/ y >-^7/V#^^5 F\ 
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N— (2 -yjvisrxi- 4 -((6 — ^/W^^f/V- 7-7 h^-^- 4 -it-/ V sv) 

N6- (2-t Kn^^f/H —4- (3— ^nta — 4- (((ix^nyot 5 
/VT5 7) T?;) 7xMi/) — 7 -7 b^i/— 6 -3r7 V 

4 - (3-^nn-4 — (1 - ^p tVV-T^ 75/7x7^^) 

- 7 -7 6-^;y >- ^7/^^*9-5 K> 

4— (3-^nn-4- (c i s-2-7;Vtn-v'^n7'n^T5/*;> 
^^/k) 7^ / 7x / dfv / ) -7-7 h^r^- 6 -=¥7 U ^/Vtf^l^ b\ 

N6-^f/V-4- — 4— (((^7 n zfxi tf/VT 5 7 ) #71^— 

yV) T^7) 7i/^)-7- (2 -7 b^f b^vO -6-=3r7IJ^ 

N6-^f/V-4- (3— ^inn — 4— (((^^A-T 5: 7) $);V7$=.;V) 7^ 
7) ^^y^v-) - 7 -7 h=3r^- 6 -=>r7 ]) SV^ ^-^ * K. 

4- (3-^nn— 4- (i/^n7nt>7;/*/V*-/V) 75/7i;^r 
^) —7- (2- (4 -^/V?* V 7 ) ^h^V) -6-^f/i)^/V^ 

4 — (3— ^nn — 4— ( 2 - 7;Vto xf ;V7 5 y 7^7x 

7 ^vO — 7-7 h^^—Q -*rS V l/jJ/^^-f-^ b\ 
N 6 - (( 2 R) 7b7t Ko- 2-77-/W^ ^/V) -4 - (3-^PP-4. 

4- (3—7/^13 — 4— 75/7x7^7) - 

7-7 h^iX- 6-^7D ^/l^^rl^ h\ 

* 

4- (3-^nP-4- (((^b^pW^;) jj;Vi$~;V) T ^ 7 ) 7 
rc/dfv^) —7- ((2 R) - 2 — fc - (1 - l*n y 5?/) 7° 

N6-^f;V-4- (3-^an — 4- (((7^/VT^7) TJ/V/J^/V) 7 5; 

173 



WO 2006/030947 PCT/JP2005/017238 

7) y^y^ciy) — 7- ((2R) -3-i?xW5/-2-t Kp*^ 

N6-^f — 4 — ( 3 - 7 <=* n — 4 — (((xf;VT^/) ^/Vtf^/V) 

7) 7x7^) —7- ((2R) — 3-v ? ^^VT^/-2 — t 

^nstf^r^) — 6 -=¥7 y ^/Vtf^l^S; h\ 
N6-7^vV— 4- (3-^nn-4- /V) T ^ 

7) 7x;^v^) —7- ((2R) -2 — t (1-fcTn y 

/) r/n^^vO — 6 -3f7 y V^/V^^-f-^ b\ ' 
N6-^f;V-4- (3-7 tin — 4- (((x^7^;) ^/Vtf^/V) T 5; 

7) 7^7 3^) —7- ((2R) -2 — t (1-tTn y v> 

N 6 — 7 ^~ ;V— 4 - ( 3 -7 n u — 4 - #/V/}^/v) 7^ 

7) ^W^v-) —7- f^iX) —6 

N6-7^VW- 4- ( 3 - 7 a u — 4 - (((xf;V75/) ^A'Tj^/V) T 51 
7) 7^7^^) —7- ((1 -7^V— 4-t°^y vW b^V) —6 

N _ ( 4 _ ( 6 _, >T y_ 7 - -4-^7'J/V) tf* 

a^iy- 2 - 7;vtn7x^;v) — N' -^^o7°ptVP7V7^ 

N _ ( 4 _ ( 6 _>> T y_7- (3- (4-*/^!)/) :/ n J# df- -4-. 
^ 7 y )V) ^^r-y^7 ^=-7V) — N' - (3- (7 9Vi^A^ — 

4 _ ( 4 _ ((v-7 ci^n tVl^T 5; 7) 7577x/^rv') -7- 

7 h^f-i/- 6 -=3r7 y 1/ it % P\ 
4 _ (3— — 4- ((2-7;Vtn^f^7 5 7) T 5; 7 

7^7 ^v-) —7-7 b^i7— 6 -^r7 y I'lfrA'^l^ K N 
N6- (2 h^v/^^/V) -4- (3-7nn-4- 

T^7) 7x7^f7) -7-^ 9 
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f-5 K> 

4- (4- - 3 — -yjV^rxi — ~7x-J 3p-V) — 7— 7 b 

^r-y^rJ V is— 6 —JJ/Vi$3c is}) y ? TV^K (2-^7/^/1/) T 
5 K 

5 *3«ttJ« 

n— (4- (6— (2— ixry^^/v) #/w**>r >V— 7 -7 V <%-ls— 4 — dp- 

10 16 9. VEGF receptor kinase PJL^^jK^n 

4- (3-^nn-4- (^n/n WU^/V^) 7^/7x7^ 

v0 - 7 -7 h^e-ix- 6 -^f 7 y ^#,^^5; K s 

4- (3-^nn-4- (xf;V7 5 7 ;V) 7^77x/^^) -7 

15 N6-^ h^i/-4- (3— ^nn — 4— (((^nyptVl'T? 7) % ;V~$ 
=-?V) 757) 7x7^) -7-7 h^f - 6-^7 y ^/V/js^l^ Kn 
4- (3-^nn-4- (7W5 7)&/^^) 7577x7^) -7 

-7 h=af^- 6 — df-7 y i/^/l'tf^-y-^ K 

20 N6— 7b 5 ¥v / — 4- (3— ^na — 4— (((xf;l/7 5 7) T 
5 7) -7^J*r-y) —7—7 b d rv / — 6 —^7 V ^^/V^^i^ 5 K 

fF^£;fr£i^ ^7^^^tbb©^^P#l7?fe5. If 1 5 3 KmM<VJjfeo 
17 0. VEGF receptor kinase M^jftfK 4- (3-^pp-4- (7^p7 
25 Pt>7 5 7^M=/H 75 7 7x7^^) -7-7 h^7-6-=¥7 y 

17 1. VEGF receptor kinase l&^ff/^ 4- (3-^pp-4- (V^p7 
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7 2. VEGF receptor kinase Pl^%ff#^ — $£5£ (XXVI) 




(XXVI) 



4,12f 



[5£ (XXVI) *K R llf «. tRUIIIC^ smx<^b-cv^Tt><fc^c 1 _ 6 T/V' 
^yvS. gl&X^UTi^T^ J;v^ 2 _ 6 T/v^;=i/i^ S^S^r^TbTV^T 

5 — 1 OM^rnT!)-;^ jttfeSSr^TUTV^-C t> «fcv\3 ~ 1 Ol^ffl 
-nt n SS;S 1 1 «f tllrf LT V^-C % J: V^^e / - C ! _ 6 7;V^;l/T ^ /3£ 

A llf te, Itllrf Ltv^fe J;V^mil^^7b^^*M^Sr#*-r§ ; 
R 4f te, 7kmm^-. e^Sr^bTl^Tk^C^eT/l^/l^ fill: 
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x^xh J:v^c 6 _ 10 T y — /i^lEifegSr^u-cv^Tfc 5~i om^tp 



1*^1 5 3Kl!B*&©#«feo 
17 3. R llf ^g^^^^-U-rv^-C^<tV^3~ 1 OM#«^TnM* 



7 2 Kffi1&<Dj?feo 
17 4. R 1 1 f ^^f©ItSi^bIlltl5 1 



o N C N U 



N 



O 





N 



O 




N 




HN 



O 

Ci 
7k 



a 



N 




HO- 



O. 



A ^ A 

N Me^N 
Me^ 
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HO 
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1 7 5 . R 



1 1 f -AS 



10 



15 



X 



M6 ^0 HO-O 
HO 



X 



N 



X 




N 



o 



N 



X 



N 



17 6. R 12f ^7K^M^-CfeSs 1 7 2 t^lBtom 

17 7. V" 3 ^*^^^, »3fc3Cl 7 2{C|Bgc^^feo 

17 8. A 11 f ^^^M^--efe§ N liN^JCl 7 2^fB«(D^ 0 

17 9. R 4f flS**®^*?*)*. ff^l 7 2(clfa*<D^fe 0 

180. R 5 f ^C ^gT/V^/V-S^fc^C a-sv'^ nTWStfcS, lt^9 
17 2 (clfaft(D^i 0 

18 1. R 5f ^M^^*-T?fe6. ff^lll 7 2t|B*(D^fe 0 

182. r 9 f ^iKfe^s^ ft^in 7 2 \z.mm<Djjm 0 

18 3. VEGF receptor kinase PM^IC^x — (VI) 




N 



X 



X 



N 




N 



X 
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N 



1? 
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18 4. VEGF receptor kinase RRWfe&Sf 

5- (2- (((4-fc Kndfv'- 4 ^/Vt^y 1 -4 >V) 

N ! 5 - ( 2 - Kn^tvy %;V°$~;V) T% 7 

-4 — fc°y VVV) t^i/- 1 H- 1 -4 1/ K— /Kfr/V-tff^lf-^ K> 
Nl-^f/V-5 - (2- (((4- (t°n 9 e?^- 1 — lW) f^PS^-l 

75/) fc° y 4 — f /V^^vO -1H-1 — f 

(2- (((4- (t^^^-l-^/V) fc^y-^^-l 

— r/W r^y) tr y e^v- 4 -^/v^-=ar^) - m- 1 -4 

1/ }?—/ujj/U7$3c-f- 3; K 



N4- (4- (1- (/f;V75/) }&^=;v-lH-5 — f ^ K P M 3r 
$r */— 2 - fc° y - 4 — ^/V* y ^^7/V#df-f- 5 K 





o 



179 



WO 2006/030947 



PCT/JP2005/017238 



18 5. VEGF receptor kinase PJ-^^lf 

(1) N— 2-77V^o7xn;V) - 6 - y h ^V- 7 - [2 — 
(1H-1, 2, 3 - hV Ty— 1 — ( ;V) b^V] dr^-y' y ^-4 - 

T5 >\ 

(2) N— (4-7n ; t-2-7;Vtn7x=:;P) — 6 — y h^ri/— 7- [( 1 — 

(3) 3- [(2, 4 -vM /V- 5 —^fV) -2->T^KP 

(4) (Z) -3- (2, 4-^7^/1^-5- (2-^y-l, 2-v 5 tKn-f 
>-.K— /v- 3 — f DfV^f/H -lH-tfo —/v— 3 — i ;V) -T'nt 0 ^ 

(5) 5- (5 -7^tn- 2 -tf-df-y- 1 , 2 - V t K n y K— As— 3 
y^yyfvl') -2, 4 - Vy ^/V- 1 H— fc°n — /V— 3 -TJ/Wtf^v' y 
TVs' K ( 2 - Vxf^/VT 5 7 ^ ^W) T 5 h\ 

(6) N, N-^WyW 3- {5, 6, 7, 1 3 f" f7t K n - 9 - 
[(1 -y ^vlot b*is) ^f-tV\ - 5 -t^y- 1 2H — f yyV (2, 1 - 

a) fcTnt=t (3, 4 -c) *;WV/-;V-1 2-^;H /cf/i/xxf/K 

(7) 3- 2, 6-^7/^n-^y^Wv') -5 - [3- 
(4-t:°o!)v 5 7-l — { ;v-zf=f-;v) — ? W K] — fyf7y*-/v-4- 

^/VJjf^rv'!) s>y TVy K 75 b\ 

(8) N- (2-^pp-4 - [(6, 7-W h^V- 4 V = /V) 
V] y^~/V} -N'-7°n t°/V"7 W7> 

(9) 1- (4-^pp7=!)7) -4- ( 4 - tf y Wvy ^AO 

(1 0) N- {2-7ntz-4 - [(6, 7 - V7 h^rV- 4-=¥/ V /V) ^^V] 
:7^~/V} -N'- 3-^ y^i^yy/V) ?V7, 

(11) 4- C(4 -y/v-^-n- 2 -y ^vw y K— A'- 5 — f/V) ^-^rV] -6 

[3- y Vy- i 7p*>v] ^rt7yy 
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(12) 6- [2- (7 ^/W#/W^-f )V) 7x=;V^^7 7-^] — 3— E — 

[2- (t°y 2 ^v-~;v~\ sti/trs*- /k 

(13) 5- ((Z) - (5-7/V^-n-2-^y-l, 2-i?tKn-3H- 
-T^F— 7V-3 — f U?*>0 T^^/V) -N- ((2S) -2-tFP= 3 r^-3- 
^/Vtf; y — 4 — f/V7"n If AO -2, 4-^^f/V-lH-t°P-;V-3- 

(14) 3- ((Jfy yy-4 — f/v^^/v) 7^/) -n— (4- ( f D 

(15) 6- (2, 6 — xx n T'rn^AO -8-^f^-2-7x^T5/ 
-8H-t°y K[2, 3 - d]t°y 5 5?^- 7 

(1<6) 2-((l, 6 Kn- 6 -t^y-t°y i?^- 3 — f ;V*?-/V) 7* 

5 7) -N- (3- (M)7/^P^f^) 7x^/k) -3-lf U^y-^/V 

(17) 4- (4- (4-7nn-7xn;V75/) -7n[2, 3-d]fc°y^ 
7 — f /V^-^v-^^/V) - t°y v^ — 2 -^/VJi?dr^y Tv-^K 

(18) N- (3 — h y 7)V-frxx ^ <f-jv- 4-? v o7x=;V) — N'- (4 - ( 2 

-7^vv#/w^^f /vtry i?^— 4 --f jv) ^r^-^y =^=^;v) <7i/7\ 

(19) 4 -75 / - 5 —-yjiV^ru — 3 - (6- ( 4 - 7 ^VV- t:°^7 — 1 

(2 0) 4- (4- (l-75/-l-^f/V-xf;V) -7x^/V) -2 - (4 
- ( 2 -^E-;^7}n y ^- 4 —^)V-^^-)V) -7x^757) -ify^^y- 

5 -#/V7^~ h y /I/. 
(2 1) [6- [4- [(4 — ^=f-;V\£^.=7 v 5 ^- 1 ~^7V) *^?V~\ 7x^;V] 
-7H-t°nn [2, 3-d] t° y 5 4 --f - ((R) - 1 ~7^=- 

(2 2) 9 - (1 -7^vkrc 1 2 - (3 - t Kn^7P t°/V) 
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-6H, 7H, 1 3H — i^fJ [2, 1 -a] fcTnn [3, 4-c] jJA"*S— 
jV— 5 — jtls^ 

(2 3) N- (2, 4-^7;Vtn7i=/V) —1ST— {4-[ (6, 
v^-4-^r/P/V) -t^iX]-2-7^tn7x=;H 7^7, 
5 (2 4) 5 — [N~^ f-A' — TX— (4-t^^f>^t^^7x^) Tir^/V-] 
7^7-2-^ f /Vft^V y ^ 7VyK x 

(2 5) N- [4- (3-7^/-lH-^y^/-/V-4-^;V) 7x=;P] 
— N'— (2 — 5 - ^f;V7x-;V) 7V7^ 

(2 6) 2-^^/V-6- [2- (1 —tf-Jl'— 1H--Y %tf*S*-A'— 2— >f/V) 
10 — f-^S ['3, 2-b] t^i?y-7-^f;V^iX] — ^O'^ [b] =c 

(2 7) (R) -1- (4- ( 4 - 7/^n - 2 - ^ f 1 H--f ^ 5 
— {jV^ls) -5-^f/Wt°PP [1, 2-f] [1, 2, 4] MJTS^- 

15 feJ;^ 

(2 8) (S) - ((E) -1- (4- (4-7;vto-2-^f;v-lH-^^F 

— /V- 5 -4 Asjtr***/) -5-^^^13 13 [1, 2-f] [1, 2, 4] hV 
7^y-6-^;mi/) 7n^y- 2 — /V) 2 — T 5 / /n/^/x— > 

20 fr^&atS^ £fcte^ftb©?§^fn^"Cfc5x If ^lll 5 3 (Cl|B^(D75-feo 
18 6. VEGF receptor kinase PJ-W^lf # § . 2C3 antibody, IMC-1121K 
IMC-18F1.IMC-1C11 *5«tt^IMC-2C6 a»£>fc33£j&»&»#l$*l/<&£>fc< t> 

18 7. jfr^fr^M^IC^ ^VEGF^^fc5> t**® 1 4 8-1 5 2 COV^ 

18 8. jfiflf$ffe|&#4&WJ&^ FGF receptor kinase PJ.#^®-efe 6 , If 1 

4 8 ~ 1 5 2 (£>Vvf MKUMcDJf&o 
18 9. FGF receptor kinase P£#^K^ N i - [2-757-6- (3, 5 - 
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i?* b^r^7x=/k) -try F (2, 3-d) tf JJ 5 7 >V\ - 3- 

tert-^^V^ WT*5 £7J? 1 -tert-^A— 3-[2-(3-v^ f;W7 5 7 ) 

(3, s-v?^ h^ix^rc^/v) -try k (2, 3-d) 

If 18 8 l!l|BJ(ft©^ifeo 
19 0. jk«JrM#^SC^ £tl FGF It^l 4 8-1 5 2 <D\^ 

19 1. ^/V^^T ^ F^^b^^f £ VEGF receptor kinase iW^Sf £ 
—ffli^ (XIV) 



m^-t tta^JBfi nH-£t?^*&f& 6*^7^^, 
cam, e^sr^ruTv^-ct>«tv^, ^n^y-sr 1 *^t* 2 ittf5i^7 

Wfc\ ^*tii-CH=CH-^ 
Xte-N (R 1 ) -^/triift^JS^^N 
YJ3 
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— C(R 3 )— &tzlt N 

=£r> 

Ztt — N (R 2 ) -SrSfeb. 

fu IB VEGF receptor kinase PJ.$^@#^ 
10 (10)N-{2-^nn-4-[(6, 7 - i?* h ^V- 4 J V M 3r*r 

(11) 4- [(4 -y/V-^n — 2 -y ^vW ^ K*-A'— 5 — (M &>%-i/] -6 

[3- (t'n^^y-l-^/V) T'n/J^rv'] Sf-*?-^ P >\ 

(12) 6- [2— (y ^Vl^/W^-fA') 7i^/V^/V7t^] — 3~E — 
15 [2- (try S^V- 2— -f/1") a^^/V] sCytf-S~ 

(13) 5- ((Z) - (5 -7A>Hrxi- 2 -^y- 1, 2-i?fcFP-3H- 
4 Is K-/I/- 3 — -f Df^) y^vW -N- ((2S) - 2 - t Kodp-V- 3 - 
^■/VTfc !J ^— 4 — iJV^fn \f;V) -2, 4 ->>y f-fls— 1 H— /V- 3 - 

20 (14) 3- r^y) -n- (4- ( f y 

(15) 6- (2, 6-^7on7x^;V) - 8 - y ^/V- 2 - y 31 ~ ;V7 ^ y 

-8H-try K[2, 3 - d]t o y ^ 7 -;*->\ 

(16) 2 - (( 1 , 6 - i? fc Fn - 6 y - tf y 3 — f/v* f-;v) T 
25 5/) -N- (3- (hP7/Vtn^f/V) y :*-/]✓) 

(17) 4- (4- (4-^nP-7i^/V7^) -7p[2, 3-d] fc° y ^ 
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(1 8) N— (3 - h P ^/V^-n y ^vk- 4 — ^ a a 7xs^) -N'- (4- (2 
5 (19) 4 — S - 5 3 - (6- ( 4 - * J-jV— \f^<7 — 1 

(20) 4- (4- (l-7$/-l-^f^-^) -2- (4 

- ( 2 — y 4 — -ov— ^^vv) -^^^/u-t ^ y ) -t°!) v^y- 

10 5 -^/Vrf? — MJ/K 

(24) [6- [4- [(4 -=^=f-jV\f^ — 1 -^f/V) ^ f-fls] 7 x.~7V~\ 
-7H-lfoti [2, 3-d] t°y ^ v 5 ^- 4 --T/V-] - ((R) -1-7^^ 

(2 2) 9 - (1 - y ^vv— 1 2 - (3 — fc Kn^c fc^) 

15 -6H,7H,1 3H-f yfV [2, 1 -a] fan [3, 4-c] #/W^y— 

(2 3) N- (2, 4-^77VtP7x- /^) -N'- {4-[ (6, 7-i?*h* 

(2 4) 5 — [N- y ^vV-N- (4-t^fv / ;^v'7i^V) Tir^vl/J 
20 75/-2-^f/W^y^y^ T^yK, 

(2 5) N- [4- ( 3 -T 5 7 - 1 tt-4 Ts#-/— ;V— 4 — < ;V) 7 ^n/V] 

-N'— ( 2 -ry/v^n — 5 -y ^;V7 7^7^ 
(26) 2 -y ^/V- 6 - [ 2 - ( 1 - y ^-/l/- y/^/V- 2 — f/V) 

-^^y [3, 2 — b] t°y^y-7— -^^y [b] ft7x 

4 

25 y-3-^*>y!Jy^ TSs-y K 

(2 7) (R) -1- (4- ( 4 - P - 2 - ^ f 1 H— f V K^/V- 5 

— f/l^drvO -5-^^t°nn [1, 2-f] [1, 2, 4] M)7yy- 

6 — { /v^r^cis) 7° rx /<~y — 2 — Jr— ;v 
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(2 8) (S) - ((R) -1- (4- (4-7/Vtn-2-^f;>-lH-^^K 
— ;V- 5 — f/l^^rvO -5-^f;Hfnn [1, 2-f] [1, 2, 4] by 
— f/Vor^vO ^n/N 0 ^- 2 — /V) 2 — T ^ / /p^V h 

19 2. X/Vfol/T ^ V^^it^-m t VEGF receptor kinase U^^oWt 
— ^ (XIV) 




(XIV) 



x«-n (r 1 ) -^ta-tm^w.^^. 

I 3 I 
— C(R 3 )— N 
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Zf3-N (R 2 ) -fcJcBfeU 
^ * fc tiffi jfe T /V £r . 



TtufB VEGF receptor kinase PJ-iS^J 

4 _ — 4— (t/^ o/n t°/W7 5 7 7^77x; 

19 3. VEGF receptor kinase WgQo'R&* 4 - ( 3 - ^ a n — 4 - (V* n 
19 4. XsVtSkI/T^ N- (3-^77-4-^f/V-lH- 

9 3 (DV^-ftt^— ^^la^o^^o 



19 5. skWffi&MW&WtU&&fc>&Xt£%mWU}$%<V^&<Dtcfr<DXS]'& 

-JR5£(D 



[5£<K E{3> -O-. -N (CH 3 ) -CH 2 -, -CH 2 CH 2 -ffce 

-CH 2 0-^ Dfi N -CH 2 -*/di-0-l:, R la ^ Tk^IS^^fctt^ 



R 



1a 



< 
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10 



15 



20 



25 



— (ii) 




(ii) 



ttv^t)J:v^c 2 _ 5 7^a^^;^^I> =bcS> 7v?KSs -o (S 
0 2 ) CH 3 . -N (CH 3 ) 2> 7x=/H, Sife*Sr^ri-S7an^ 



v^^ai^/V^^fcfiff^K^r^TLTV^-rtj £V^/ y =;Hlr> R 3b tKHI 
M^^fcf^^SSr^UTV^fe J^C i^T/v^^SSrs R 4 Mi> tK^M 
^l£fcteg^£r^UTV^t> J^C^eT/v^A-X (fIL, R3b^3j:t)?R4b 

R6b tfS-RgUE&^LTV^fc £l^C j.eT/v^vi© t £\ R 5b ra^KSlJS^T? 
R7b ^M3^>-M^--efe§) Sr. R7 b J2. ^n^JDS-T-^fcttflEjUSS: 

y^Jg^^ 7t ^g^^Sr^T U-C V^T £ ^ C 1 _ 6 7^=3r;VS-efc 
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5£ (III) 




CI 



Br 



(ill) 



5£ (IV) 




N 



CI 



o 

19 6. x^yr^ K^^i^fe;^ 

N- [[(4 -i7 v ia~7^~)V) T^;] $)/V7$~/V~[ -2, 

H-^yfy-5-7/v*y7^ H\ 

N- [[(3, 4 - v 5 ^ n n 7x^;V) T 5: / ] -2, 
N- (2, -4-^Dn7i-;w;^yT5 F\ 

^ K 

2 — X;V7r- /V'T 5 K- 5 — ^ n n ^/ 3riJ- V 1/ 

19 7. J^/l^^T^ K-g-^T-fb-a-^^s N- [[(3, 4-^^no7x^) T 
^7] ^/I'tfwKl -2, Ko^/79^-5-^*y7 5 
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15 



20 



19 8. ^/V*^T^ K-a^b-^^I^. N- -5 



19 9. ifeWif^P-i. 




10 <^$£fn#J©££Jl 0 



2 0 0. jfoWfr^P-l-W^fC^ VEGF receptor kinase PI. 
1 9 5~1 9 9 (DV^TtL^— ig^fSftO^^o 



2 0 1. VEGF receptor kinase PW^Jt^ — $£5£ (XXIV) 



A d ■ - d 



R 



4d 



5d (XXIV) 

[sS (xxiv) A d «, 5£ 



x a ^^Y ,N -R f 

o 




^A 1 V 313 rT^A 




11 



' 12 




R 

(5£4VR ld> te. ^-V^V^V 3 OtSf, V 1 f^S^-ll^^ UTV^T J: 
i^c 1 _ e T/i^i^£«rigc5fci-5 ; v 2 te. SHfcJBC^ WStJS^. UA* 

^-S0 2 NR 6d -1?t$tl5l, j?;-NR 6d S 0 2 -X»mi$thZ>m, ^-N 
R 6a CO-ti^§Slfcl^-NR 61 -tt^5MI*t5 (5£^ 
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g^X^r^TU-CV^T% 5 — 1 0 M.^"r a T U — /H^* fc«g$IX 

^-coNV all v al2 tt§ti5S v all te, Tki&Di^K g^^ 

fiifc^&^LTV^fc 5 — 1 Ol^7P7!) — /l^^fcteg^S^rif UT 

v^<b 3 - 1 Ol#ffI^rn^I^fit§ ; v a 1 n^Kl^-i^ 
g$&S£^U-CV^t> J^c^T/v^/i^ ftifeSSr^LTV^Tt) £v>c 2 _ 

TV^T % j;V^C 3 _ 8 v'^ ur^li, g^X£r^bTV^-t^i^C 6 _ 10 T y 

LTV^tt £v^3~ 1 OM^fl^rnS^S^ tK^S. Btfe^S:^ b"CV^ 
J:v>c 1 _ 6 7;vn^^ltt«tiS^f tTv^t^)J:v^c 3 _ 8 ^^l3 7, 

AM*. gmS^^UTV^-C^.fcv^^-T-^fc^^Jm^SrS^-t-^ 



Ltv^t'fej;v^c 3 _ 8 v^n7;V'^;^ g 



TVm:% J^C 6 _ 10 ry — /v^g^KSr^UTV^^ 5 — 1 O.R^^n 

7 p -;H, g^X^^U-Cl^Tt £1^3 — 1 Ol^fl^TO^Stfc 
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£V^5~1 Ol^7n7!)wPi, bTV^-C t> 3 ~ 1 Ol^f 



x d te, miUg^-^fc«gE^M^^&*i-§ ; 



R 7d v R 3d ' 



R 



8d 




R 



7d 



V R 8d -^ 




..w 



w 1 




W 1 N 
R 



X 



3d' 




> 




,3d' 
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^bTV^-Ct £v^c 3 _ 8 ^ n7;K;H, B^KSr^T bTV>T % J^C x _ 6 
X^^Xh J^C 2 _ 7 T^/wfi3=fctegi&S£r;frbTV^& £v^c 2 . 7 7/^^ 

2 0 2. VEGF receptor, kinase R&SF4foSt3&* % — (XXV) 



[ss (xxv) R le n, ^-v le - v 2e -v 3e (s^^k v le «. e^X^r^" 




(XXV) 
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ijftJtflK^ ^/V^-T^-/^. ^/V/fr^/V-S. ^-conr 68 - 

V^T% £V^C 2 _ 6 7Vl-^~/l^ emS^^L--CV^Tfe £V^C 2 _ 6 T/1^^/V 

tv^t%J:v^c 1 _ 6 7;^^;^I^ BifeXSr^bTV^fc £v^c 2 _ 6 T/v^^/p 

e^S§r^rb-cv^T% j;v^c 1 _ 6 7;^;^ fftfegtr^LTV^fc £v^c 2 _ 
tv^t)J;v^C3_ 8 ^^n7;v^Sv g^S^r^ UTV^T% £i^c 6 _ a 0 T y 



194 



WO 2006/030947 



PCT/JP2005/017238 



10 



15 



20 



25 





el V e2 (5£4\ V el *5J;t^V e2 ^, ^fr^fa^&UT^SfM^fcte 



L-TV^T ^ <=fc 



||LTV^T t> J^C 2 _ 6 T/V3r~A^ ftl^tLTV^T'b 3 _ 8 

TV^%£v^ 6 _ 10 Ty — /v^SilK^UTV^T^ J^5~i ol^fp 



mmumXh^>, if ^ 2 0 0 ^fB^<7)^fflo 
2 0 3. R le 1£C l _s7;V3r/Vm (fcfcU R le tt C x _ 6 T/V'^t'SSrW LTV> 
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204. R le ^M ^/v-X^rcte^ 



10 2 0 5. R le ^M^/^*^7b^2-7 b^r->^^/VS-^S>5. It^^2 0 2(cl|5 
2 0 6. R 2e ^^T7*^fc«^-CONV ell V el2 -e^$tb5S (^C^. V e 

UTV^•t^ J:v^c 6 _ 10 T y — /v^ffi«^U-CV^%,J^5~l QM 
^7 n 7 !) Itt^iE^^ LTV^t% iV , »3~l 0l#ffI^7nlS; 

LTV^T^ £V^C 3 _ 8 v'^ P7;V3^fv'SSrt*t5,) t'fcS, if^il2 0 2 

25 tz:ia*©'tefflo 

2 0 7. R 2e ^^7ylf fc(^-CONHV el6 -Ct$tl5l (^-K V el6 



5 




196 



WO 2006/030947 



PCT/JP2005/017238 



2 0 8. R 2e ^-CONHV el7 tt§^l V el7 te, 7K3§JK^ 

2 0 9. R 2e M-CONHV el8 t$^tl5S V el8 f*. tK*I^^. 

^^/Vfi^fcf*^ b^r^S^^fti^So) -^fcs. ff^il2 0 2 ^feic<D^Ji 0 

2 10. y 1 ^^; 




£>5. If ^^2 0 2 IdfBf^'feJio 
2 11. R 3e *5 j;t^R 4e ^ 7 K*Jp:^-T^5), ft ^ 2 0 2 iClEife^fflo 
2 12. R 5e ^7km^. C^.T/V^ C 3 _ 8 ^nm/VitfciiC 6 

2 13. R 5e /$M9W-^ ^^/VS^fcf^v^^ n^n tV^-CfcS> If 2 0 



2 tfSi^'feJio 

2 14. VEGF receptor kinase PJU 

9" H H 



^ —1B&, (V) 



(V) 



O' ^ 

[^4 t > R lc ^tK^M^. ^^-/v; 



n 
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1 5 . VEGF receptor kinase PJL^^Kfl^ 

N- (4- (6-^T/-7- (2 -7 b^r^ b =^ S-0 - 4 — 7 P ^) 
dfi/— 2 :7^~/l7) -N' - (4 ^^n/V-) 

N _ (2-^ n n — 4 - ((6 -V7/-7- ((1 -7 ^vv— 4 - fc^JJ 

^ h^v') — 4— ^r/y^V) ^-^r^) :7rc~/l7) — N' -i/^P7"n^V> 

N _ ( 4 _ ((6-^77- 7- (((2R) —3 - (^5^7 5 7) — 2 - fc 
Ko df-s^n tvv) tf-^V) — 4— dp-yy/V) t^i/) 7m^/l7) — N' — 
■ (4-7/VtP7x-;V) 7 1/7, 
N— (4- ((6-v^T/ — 7- (((2R) — 2 - fc Kia^V— 3- (1 -fc°u 
ys?7) ^tifcVW) ^^vO — 4-=3r/y/V) ^-^ri/) — N' — 

(4-7/VtP7x^;V) 7^7, 
4 - (3-^pp-4- (^7n^ot:VV7^7*/^^) 75;7x/^ 

— 7 -7 b^rv^— 6 -^7 y i/#/V#^1f 5 H\ 
4 — (3-^ PP -4- (v/^n7Pt>7^;*/H^) 7^77i7^ 

V) —7 - (2 -7 h^v^ b^v-) — 6 - 7 V >% JV^^c^ % K> 
N6-v'7P7'Pt>-4- — 4- (((S/7p/PtW757) 

757) 7x7^v/) —7-7 h^^— 6 -^7 y V^77V/^=3r 

ij-5 Kn 

N6- (2-7< bdr^xf;V) —4- (3-^nu — 4- (((^7P7PtVl' 
7 5 7) #/V#-/l7) 75 7) 7x7^^) —7-7 h^V— 6 -=¥7 y ^ 
^7V#^r-y-5 F\ 

N6- (2 —4- (3-^bp-4- (((^^n7n^ 
7 5 7) #/l^~/l7) 7 5 7) 7x7^fi/) -7-^ b^S/-6-^7!)7 
#/V/js=3r^5 h\ 

N6 _^|.^^_4_ (3_^ nC i — 4- (((->i7 p7p tVV-7 5 7) 
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~;V) T^J) !7 » 7 ^ V) — 7 - Y^r-y— 6 - ^/P J^/VaK^Mf 5 F\ 
N 6 — 7* C f-)V — 4 — (3—^ on — 4- (((^P^o^7$/) jj/vrfi— 

7V) T5 7) 7s;^V) — 7 -7 h^riX— 6 !> ^/k^df-i^ K N 
4- — 4- (^^0 70^7^7*/^^) T 5 / :7 ^ / 

^vO —7 - (2 -7 b^v^ h^vO — 6 -^7 V y^/^^r^^. b\ 
4 - (3-^pn-4- (^n/nW^/^/^/V) X 3; / 7 m / 3- 

>>) —7 - (2 — t Kn^^ h^rvO —6 y y^J/^^-f-^ F\ 

4 _ (3— ^nn — 4- (v'^o7o^V7U*/^/l') 7^7i/^ 

Sz) —7- ((2S) -2, Ko^r^PtW) ^~^v / — 6— ^7 

4 _ ( 3 _^ tri3 _4_ ( X f ^7 5 7 75/7i/^) -7 

N6-7 b^rv'-4- (3— 7 n — 4— (((xf;V7 5 7) 7J/V7^;=i/^) X 
^y) 7i/^^) - 7 — 7 h ap-* — 6 y yj};v^*c-y-* F\ 

4 - (3—^ no — 4- n7n t°;W7 5 77^/1/^^) 7577x7^ 

—7- (2 — ^ h^^sc h^r^y) -6 - ^7 U y7);V*>f 5 P\ 

4 - (4 — ((i/i7n7PtVV7 5 7) #/Vt£=/V) 7577x/^rv') -7- 
(2-^f^7xf^7) -6-*7P>'*;V'^t5 K% 

N— (2 — — 4 -((6 J>V- 7 -y h ^ f — 4 — df- / y /V) 

^^vO 7x=-;l-) -N' -^7n7nt>7^7, 

N6- (2-^^^^^) -4- (3-^nn — 4- (((^n7nf 
;V7^7) %;Vi$=-7V) 757) 7x7^^) -7-7 b^r'>-6-^7y 

4 _ (3_^ nt2 _4_ (i-7nlf/l/7 5 7 7j;v^) 7577*/*'» 
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- 7 -7 6-*/ V l/Jj/Vtf*-^^ h\ 

4— (3— ^Ptn — 4— (ci s — 2 — 7;V$rv — viy°u \f;VT 5 7 ft fV 
i$=.?V) 7 5 7 7^73^) -7-7 *s- 6 -3c/ V >-#/V^=¥^5 F\ 

N6-^f^-4- (3-^nn-4- (((^n^Plf/VTU) jfc/Vjtfn 
7l7) 7?/) 7*;^) -7- (2 -7 h^rv'^ h^vO -Q-^/V^ 

N6-^f/V-4- (3-^nn-4- (((xf^75 7) #/Vtf?~/l7) 7 5 

4- (3— ^ n n — 4- (S/^ p7p t°;V7 5 7 #/V/£~/l7) 7^ 77x7^ 
—7- (2- (4-^/^7^-1)/) ^b^f-ST) -6-^7?^/^ 

4— (3— ^ n a — 4— ( 2 — 7/loj-i3 x^;V7 5 7 ^/l^—A-) 75 77x 

7 dfV.) —7-7 b^r^— 6 -=¥7 U V#/Vtf;^^5 H\ 
N6 - ( ( 2 R ) ^f^t Fn-2-77 — /V7 ^vlT) - 4 - ( 3 - ^ a n — 4 

- (((7W5 7) #^3}?~/l7) 7 5 7) 7^7=^) -7-7 h^iX- 

4- ( 3 4 — (xW^7*^#=^) 7577x7^) - 

7-7 h^v'- 6 -=¥7 U ^tf/Vatf^rl^ h\ 

4- (3-^ nn- 4- (((^n7 , ntf;V7 5 7) ^/I^^/lT) 757) 7 

^7 3ri/) —7- ((2R) - 2 — fc Ko^V- 3- y ^7) 7 s , 

N6-7f^-4- — 4- (((7 W57) ;V) 7 5 

J) —7 - ((2 R) -3-^W5 7 - 2 — t Kp ^ri7 

N6-7f/^-4- (3-^nn — 4- (((xf;i/75 7) #/V^~/l7) 75 
7) 7x7^^) —7 - ((2 R) -3-^xf/V7 57-2 — t Kn^ 

N6-7f^-4- (3-7nn — 4- (((7W57) 75 
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7) 7^7 — 7 - ((2R) - 2 — fc ( 1 - tfn y 

7) ^n^^) -6-^;r/W^t^ b\ 
N6— 7^/V— 4— (3— ^t2t3 — 4— (((xf;l/7 5/ ) #/VtJ?~/V) T 5; 

7) 7x7^^) —7- ((2R) - 2 — t KndeV— 3 - ( 1 - fc° n JJ v? 

7) ^°n^^^) — 6 -=¥7 y I/tf/l^^if-^ F\ 
N6-^f^-4- (3-^pp-4- %;vM~;V) 7$ 

7) —7- ( ( 1 - 7 4 - P iSAs) 7 b^ri^) —6 

N6-^f^-4- (3-^Pn- 4— (((^f^7^7) 7^ 
7) y^/^ly) —7- ((l-^f;V-4-^y^) 7 h^^) —6 

— 3f7 y p\ 
N _ ( 4 _ ( 6 _. >T/ _7_ ( 2 -7 h^iX^ b^iy) -4-^r/y/^) ^ 

N _ ( 4 _ ( 6 - ->T 7 - 7 - (3- (4-^*!J/) 7°n^) -4- 
^;t);V) ^-^^-y^^/y) — N' - (3- (7 ^/^/V^— 7m^/k) 

4 _ ( 4 _ ((i/^ n^n tf/V-T 5 7) T 5 7 7 ^ 7 ^iy) — 7 — 

4— (3— ~7 )Vi>rV- — 4— ((2-7/^03:^7^/) 7 57 

:7;n7 —7-7 6 —dp- 7 y ^^/V^^r^ 5: F\ 

N6- (2 — ^ h=¥ i/^-^/V) -4- (3— 7t2P — 4- (((^f;V757) 

T57) 7x7^7) -7-7 h^7- 6 -^7 U 

4 _ ( 4 _ ( 3 -rc^/vr^ K) - 3 - 7 7VJrn - 7 3: 7 3rV) -7-7 h 
S y f — 6 - T-yyY (2-777^^) T 

N _ (4_ ( 6 _ (2-^7 71-f/V) #/W^^/V— 7 — 7 b^r^- 4 -^f- 
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7 y ;v) t= 3 fv / -2-7;vtP7x=;i/) — N' — ^ n-fn Td;vty l/T 

2 16. VEGF receptor kinase Pl^^ff^. 

4 - (3-^pp-4- n/n t>7 ^ 7^77x7^ 

v-) -7-7 y^;v*>f 5 K 

4 - (3-^crn-4- (xf;V7^*/^=^) 75/7x7^) -7 
-7 h^i/- 6 -3^7 y >-%/V^3r-f-^ b\ 

-/V) 7?y) ^ai/^ix) -7-7 b^r> / - 6 — =^7 y Astf^-V* $ b\ 
4 _ ( 3 -^T3t3-4- (7 W^y^/V*^) 7^77x7^i/) -7 

£> £7J? 

N6-^f^7-4- (3-^nn-4- (((xf;V7^/) #/WtJ?~/i7) T 

2 17. VEGF receptor kinase ItftRa 5 ^ 4- (3-^nn_4- (v^PT* 
n tf/VTS: 7#/V^-A') 75 7 7x/ -7 -7 b^-6-^;HV* 

2 18. VEGF receptor kinase WtfVli9t&* 4- (3-^ntr_4- (^P7° 
ntf;V7 5 7#/V^=W) 7 5 /7x7^r^) - 7-7 b^f— 6 - ^7 y 

2 19. VEGF receptor kinase PJ-^^SC^ — A9!5£ (XXVI) 
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V"° |T ^A 




(XXVI) 



,12f 



[5£ (XXVI) *K R llf te, zkMC^. gmX&^LTV^Tfe iv^C a . 6 7;w 
% J^c 2 _ 6 T/i-'= 3 r~/i-'S. fiS^tbtv^tt) i^Cj^v'^oT/v^ 
1 ol^fnTU^;^ g^X^r^UTV^T^ J:V^ 3 ~ 1 01 



t=r -if— rfefc: 



R 4f te. tK^M^s «&£&^UTV^t>±v>c 1 _ 6 T/i'3r/i'^ III?: 
^rurv^T% J;v^c 2 _ 6 T/^>--/v*> g^S^ b-CV^-C%£V^C 2 _ 6 T/^ 



3 : -~/l-': 



TV^T^ J^C 6 _ 10 T y — /l-S.glfeS^b-tV^t 5~1 0 J=L— 7=" * 
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10 



15 



^MfP^^fcS. If 2 0 0 fc|B*©ttfflo 
2 2 0. R 1 1 f ^Ml^^U-TV^T & J^3~l Ol^fi^Pl^S* 



1 9 ^fE^^'Kfflo 
2 2 1. R llf #^T^ 



X 



X 



o N o n G N 



X 



N 



X 





N 




N 



o 




N 



HN 




N Me^N"^ 



Me. ,Me 



HO 




X 




2 2 2. R 1 1 f s&ssS 
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10 



15 



N 



X 



Me 
HO 



HO 




X 



N 



X 




N 



N 



X 



N 



N 



X 



2 2 3. R 12f ^ 7 J<^^-efc§ x W»*II2 1 9 fcfH*ft0X&JBo 



2 2 4. V f 1 3 & 



^--trfcS. lt^JS2 1 9 KlfBgc^Jl 



2 2 5. A 11 *tf$:mm^--efoZ>, ff^3S2 1 9 icllBic^^o 

2 2 6. R 4f ^TkllfJ^-TrfcS. If ^112 1 9fcffl«(D^M 0 

2 2 7. R 5 f 1 _ 6 T/V^/V^^fcfcC 3 _ 8 v^ nT7l/^r/V*T?fc6 N If^ll 

2 .1 9 ^fB«©^ffl 0 
2 2 8. R 5f £M^Vl/X-efc£. IS^II2 1 9 \Z.m^,(D^m o 
2 2 9. R^^zKStl^-e&S. It^ll2 1 9\Z.mm<D^mo 



2 3 0. VEGF receptor kinase RU 



^ N -jt£5£ (VI) 



o 



A. 



H 




N 



X 



X 



N 



X 




N 



O 





N 



N 



O 





N 



33 J: IF 



HN 
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2 3 1. VEGF receptor kinase P£^#)W^. 

5- (2- (((4-t Kn^-4-^f^P??>'-i-'f^) 

/v) r^y) t°y s^— 4 — -rvv^^vO -lH-^yF^v-i-^ 

N ! 5 _ ( 2 - ((4 - t Kn^v't^P vV) tf/M^A') 75 7 

- 4 - tr y £W -fr^t^y— m— i-4 y K— /v^/nfl^U- ^ F\ 

(2- (((4- (t°n y s?^- 1 — f/V) ^y^y-i 

--f/v) %A'tf~/i') r^y) try 4 --f/W-^s/) -ih-i — f 

(2- (((4- (t°^y 1 -4?V) tf^y^-i 
— f/v) r^y) t°y ^^-4--f/v^-^ix) -iH-i--f 



N4 _ ( 4 _ ( i _ (y^^T5:7) #/l^:=:/v- 1 H- 5 —4 y Ky jV) 3r 
5r-y- 2 — tr y - 4 — ^/V* y V^/l^^iJ- 5: K 
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2 3 2. VEGF receptor kinase PJL^^S^x 

(1) N- (4-^13^- 2-7;Vtl3 7x^) - h^riy- 7 - [2- 
(1H-1, 2, S-MJTy-zl'-l-'f/V) ^b^] ^rty!)y-4- 

T5 >\ 

(2) N— (4 — zfti^.— 2 — 37/1^13 ^ni^/V-) —6—^ h^v 7 — 7— [( 1 — 

(3) 3- [(2, 4 - f^t°a- /V- 5 —- f/V) ^^W^] -2 — f^KP 

(4) (Z) -3- (2, 4-v ? ^^/V-5- 

yF-/v-3-^!Jfy^f;v) - l H- t°n— /v- 3 -4 >V) --7°vn?3r~ 
y? T-sy Y\ 

(5) 5- (5-7/V^-a-2-^-^y-l, 2-^tKo^VK-/V-3-^f 
U-r^^^/V) -2, 4 - ^/V— 1 H- tfn — /V- 3 y 
Tiy-y K ( 2 - v?xf;VT 5 7 m^/k) 7 5 K> 

(6) N, N-S^^vV^P 3 - { 5, 6, 7, 13 h7t Kn- 9 - 
[(1 -^^vVcn h^i/) - 5 -t^y- 1 2H-4 yf J (2, 1 - 

a) tfnn (3, 4 -c) 1 2 — f/W 7atVnxr/K 

(7) 3- (4-^n^e— 2, 6 — v^/V^n — ^^-^/V^-^i^) -5 - [3 — 
(4 - y 1 — f/V-^^/V-) -?WK] — fyf7/-/V-4- 

V y? Tisy K T 5; K. 

(8) N- {2-^nn-4 - [(6, 7— S?^ h df-f — 4 - ^P-TV P — /V) tf-^f- 

(9) 1- (4-^nn7=!)/) -4- ( 4 - fc° y ^/V- ^ ^/V) 

(1 0) N- {2-^czn-4 - C(6, 7 -i?* y )V) ir^r^ 

7^=.;V} -N'- (5 -*<7-;V- 3-4 y^rf/P^) 7^7> 

(11) 4- C(4 - 2 ^vW >- K— /V— 5 --f/V) -6 
_^ ^^^_ 7 _ [ 3 _ (tf n y l -s{ >V) zf ^ "7^ P >\ 

(12) 6- [2- ^/l^/W^^f /V) 7x=;^/V7r=^] — 3— E — 
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(13) 5- ((Z) - (5-7^^-n-2-^-#y-l, 2-i?tKn-3H- 

fUfy) ^^-/V) -N- ((2S) - 2-tFn^r^-3- 
te/Vft V l/— 4 -4^7^ tT^) -2, 4 -v^ ^vv— 1 H- t:°n— 3 - 

(14) 3- ((^;uy-4 — r^^/iO t%;) -N- (4- ( b y 7;vt 

(15) 6- (2, 6-i/^nn7x^) -8-^^-2-71^7^/ 
-8H-t?y K[2, 3-d]t° P %*?l/-7-*ls^ 

(16) 2- ((1, 6-S?fc Fn-6-^y-fc°y^y-3 f/l^^/V) T 

_ N _ ( 3 _ ( vj 7;V$-v*^;V) 7^=-/V) - 3 -\? V i?Z/-U ;V 

(17) 4- (4- (4-^nn-7x^/V7^;) -7n[2, 3-d] t° y ^ 

/ f ;V7 5 Ks 

(18) N— ( 3 - h V yjV^rxi ^ =J-)V— 4 — ? n — N'— (4 — ( 2 

— * *f-;vj};vs^4 jv\£ v v 5 ^- 4 — 4 As) Hr*?*y7 m=/v) 71/7, 

(19) 4 -75 7 - 5 —7?V$ru— 3 - (6- ( 4 - ^ ^VW — i?l/- 1 
(2 0) 4- (4- (l-7^-l-/f/V-^) -7x^;l/) -2 - (4 

- (2 — ^e/i/*y 4 -^r/v-cc^/v) -7x^75/) - 1° y ^ -Jy— 
5 b y /k 

(2 1) [6- [4- [(4 -m^/vtf^^^^— 1 -^/V) ^^-/V] 

_- 7H _ t ° nn [ 2 , 3-d] t°y ?v?y-4-^;H - ((R) -\-~?^=- 

;V3L<f-;V) 75^ 

(2 2) 9- {1-^^-A^^.Y^-y) ff-As-l 2- (3-t K n V7 n fcW) 
-6H.7H, 1 3H — r i'fV [2, 1 -a] t'nn [3, 4-c] #/W^y— 
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(2 3) N- (2, 4-i?7/Vtn7i^) — N 5 — { 4 — [ (6 , 7— S^b^ 

(2 4) 5— [N-^^/V-N- (4 — ^fv'/l't^^^x^ /l/) Tir^vv] 

(2 5) N- [4- (3-T5;-lH-fy^/-;V-4-^/l') 7 x 
— N'— ( 2 - 7 /l/ 1 p - 5 - ^ f /V 7 x ^;^) !7 t^7\ 
(2 6) 6- [2- (1 1H T 5; tfV— As- 2 f/V) 

y [3, 2-b] t°y^y-7-^;^^r^] — Cb] f-^-y^ 

(2 '7) (R) -1- (4- (4 - - 2 - ^ f /V- 1 H-f V K'-ZV- 5 

-^/Vtf-^vO -5-^^/^t°^n [1, 2-f] [1, 2, 4] h V Tv 5 ^- 
6 — -Y^^-^v-) ^°u/-^- 2 7^ 

33 £ V . 
15 (2 8) (S) - ((R) -1- (4- (4-7/VtP-2-^f^-lH-^^F 
— ;V- 5 -^/^^v-) - 5 - t^/V t° p* n [1, 2-f] [1, 2, 4] bU 
6 -^f/V^-^V) ~fu/<ls- 2— 3 — /V) 2 -75 J ~?xis<S^— h 

ftmzti&M, ^fcteztihtDmrnrnm-efoz, »**2 o o iciat ©tic 

20 2 3 3. VEGF receptor kinase 2C3 antibody. IMC-1121b. 

IMC-18F1.IMC-1C11 *3£tMMC-2C6 a>k&5P)&>b3e^£*L54>&< £ t> 

2 3 4. JfeLWff^PJ.*^®^s 8fc VEGFifL#:T?^5. If ^1 1 9 5-1 9 9 

Tata*— ^-lait^ffio 

25 2 3 5. jfiL^ff^PJi-W^W^N FGF receptor kinase E&SOTt"Cfc 6 % ff^S 1 
9 5~1 9 9 m^T^l^— 3 5&-f3<t ( £ > 'IM° 
2 3 6. FGF receptor kinase MWWoWffi* 1- [2-757-6- (3, 5 — 
h ^—/V) — t° y K ( 2 , 3 — d ) fc° y 5 v^- 7 — f /k] - 3 - 
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10 



tert- ~?^A/*7 j; TJ? 1 -tert- ^/V- 3 - [ 2 - ( 3 - ^A-T % J ) 

^ntW75/-6 - (3, 5 -vM h^^7x= /V) - tf P K (2, 3-d) 

try ^ 7 — f /H ? i^T3&>bj£58fr&*£>S^£*'b54>&< £ t> 1 ooft; 

If 2 3 5 KHB4fe<ZH£Jlo 
2 3 7. Jlff^lttttKiiS, trt FGF It^^gl 9 5-1 9 9 <£>V^ 



2 3 8. VEGF receptor kinase IS^fcf? £^^^:fcHi:"C&5 
— *9!5£ (XIV) 



15 



20 



( A j— W-SQ 2 X 




(XIV) 



c 



7" 



Xtt-N (R 1 ) -*fc{*^*M^^> 



— C(R°)— 



Sr. 



■N 
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Zf*-N (R 2 ) -^fftb, 
^ * HHBjR T /I/ TVS % n 

BUlH VEGF receptor kinase 

(10) N- {2-^nu-4 - [(6, h^rS'- 4-^7 U /V) tf-Sf-V] 
:7»^/W -N'- (5-7^A—3 — ( y<*"VSV fr) 17^T. 

(11) 4- [(4 -37/W-n- 2 - ^ K— 5 -^T/V) ^"dF->] -6 

-^^-7- [3- (t°py^y-l-^;v) ^a^^ix] ^t/U^s 

(12) 6— [2— (7 ^/V^/W^^/V) 7x^/^;V7 7=^] —3— E — 

[2- (fc°y^y-2-^;v) ^"r^ ;v] /K 

(13) 5- ((Z) - (5-7/V^-a-2-^-^y-l, 2 - v 5 fc K'n - 3 H- 
^yK-^-S-'f Uf^'^f/V) -N- ((2S) -2-t 

^r/Vft V is— 4 f/K7°P fcJVlO -2, 4-^^f;V-lH-t°0.-/V-3- 

(14) 3- ((^;yy-4 — f/v^^/v) 7^/) -N- (4- ( b y 

(15) 6— (2, 6-v/^nn7i=/l^) — 8 — 7 ^/V— 2 — ~7 ^ =-;VT 5 7 , 
-8H-f!JF[2, 3-d]t°y $5?V-7-^^ 

(16) 2- ((1, 6 - ^ t Kn - 6 - ^ 7 - t° y - 3 — f f ;H 7 
-N- (3- (by7;vtP^f/V) 7 x - 3 - fcf V Vls-laV 

(17) 4- (4- (4-^nn-7x=;V7^;) -7 ? n[2, 3-d]t°P^ 

7 — f A-^^s/y^/v) -t°y ^y-2-*^*>v , y K 

(18) N- (3 - by 7/Vto^f^-4-^PB7s=/l') -N'~ (4- (2 
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(19) 4 -75 / - 5 3 - (6- ( 4 - 7 *f-jV- W- 1 

(20) 4 - (4 - (1-757-1 -7 ^/V-^^VV-) -7x=;k) - 2 - (4 
- (2— ^e/V^y 4 — -f/V — a^/V) -7x^75/) - tT P 5 > — 

(2 1) [6- [4- [(4 — a^/ktf^^ v^- 1 — >f/V) 7 5W] 7:x~/V] 
-7H-t°PP [2, 3-d] t°y 5i?y-4->f;H - ((R) - 1 -37^ — 

( 2 '2 ) 9 - ( 1 ^VW* * 1 2 - ( 3 - fc Kn^r^P t°/V) 

-6H,7H,13H — fyfy [2, 1 -a] tf P n [3, 4 - c ] #/W^y*— 
/V— 5 — 

(2 3) N- (2, 4-^7/^13 7^^/V) -N'~ {4-[ (6, 7-^7 

(2 4) 5 -[N-7 ^/^-N- (4 -^"^ ^'X ^t^^7x= /V-) Tir^/kl 

(2 5) N- [4- (3-75 7-1H — f ^V*— As— 4 7 
-N'- (2 5 — ^f^7x=^) 7^7, 

(26) 2-7 ^vV- 6 - [ 2 - (1-7 ^VV— 1 H — f 5 /V- 2 — f /V) , 

-=Prc/ [3, 2-b] tf!Jv?y-7--f;vt^^] -^^^ [b] ^^"7^ 

(2 7) (R) -1- (4- (4 —7>VHrxL— 2 -7 ^/V- 1H — i V K— /l"— 5 
--f/V^v-) [1, 2-f] [1, 2, 4.] bU7i?^- 

6 --Y/v^-^rv-) 7°p^y-2-*";v 

(2 8) (S) - (00 -1- (4- (4-7/Vtn-2-^f/V-lH — f^K 
— As— 5 -^ /Vo^vO - 5 -7^/l-fc 0 t2n [1, 2-f] [1, 2, 4] hV 
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2 3 9. VEGF receptor kinase U^^oW: tn^^^X^^mMr^^^M^ 
— jR5£ (XIV) 




(XIV) 



Wte N ^.|S^*fcW:-CH=CH-Sr N 
Xfi— N (R 1 ) -^Tcte^HtM^-^r. 
Ytt 

I 3 I 
— C(R 3 )- N 

ZH:-N (R 2 ) -SrltBfeU. 
^ * fc i*{6i& T /V & N 
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BUia VEGF receptor kinase PJ.#^W^ S . 

2 4 0. VEGF receptor kinase MMfcSt^x 4- (3 — ^ * n — 4 - (v^n 
t°/VT 5 7 #/V3j?~/l7) 75 77x/^i/) —7-7 V 

24 1. ^;V*y7UttftW> N- (3-V77-4-^f;V-lH- 

igs^^t^&tbSi^ ^tz.n^tih<Dmmum-<:&z>, ^238-2 

2 4 2. B£3l#U$4fed S x gMIIlll^"C*fe5. HM^l 9 5. 1 9 9. 2 

3 8£5£7J?2 3 9 (DVvf tb^— :®fclB«&£>4feJlo 
2 4 3. jfiLf t ^PJ.Wffl^«L^"Cfc5. It^Il 9 5,19 

9. 2 3 8*3 £TJ?2 3 9 cOV^i**!^— :9UnflB<&©ftJBo 

2 4 4. jfiLtif4iia**f i i^^m#^is^$tb^wtsr#mi-rs^^^^ 



[S^ff. Ef*. -O-. -N (CH 3 ) -CH 2 -. -CH 2 CH 2 -lfc» 

-CH 2 0-^ Dte, -CH 2 -tfc!i-0-^ RiM*. 7K*^^fcfi^ 



fl£5S;(D 



R 



1a 
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10 



15 



20 



25 



— ji£5£ (ii) 
o w o J 

YY S 

R 1b^^ R 3b 
R 2b 



R 



7b 



R 



6b 



R 



5b 



(II) 



0 2 ) CH 3 ^ -N (CH 3 ) 2s 7K^*. 7x^;kS, g^X£r^1-£ 7 — ^ 

V^^rn^/VS^fc^g^rS^r^ b-CV^tt) £V^/ U ~7l^£r, R3b(^ N tK* 

LtV^T% J^C i.^/V^r/^ (fiU R3b^j;7j?R4b 
<D^/^< o{£ N tK lit IK ^- Rsbfi. lYMW^, ^p^^If, 

g^X^r^fb-CV^Tt> J;V^C i.gT/Vdr/l/^^fcf*— h nSIr, R«b TklSt. 
jj^ N y^^ ^ 7c {^ttS b T V ^ T t> J: V > C x _ 6 T /V=¥ /i^ (fa L . 

R6b ^g^^^r^t UTV^T% J:V^C i.gT/^^/i^S^ £ ^ N R5b ^zK*^^--e 
^ R 7b ft^n^^If^ifc^) £r.'R7bte, /np y Vj^^f-^ fcteg^S^r 
^"LTV^t^ iV^C 1 _ 6 T/l^^/V'S (jS-L-. RSb^fcf^R^tDV^-ftb^^— 
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5S (III) 




CI 



Br 



(III) 



cTb o 



5£ (iv) 



ci 




(IV) 



^mt> is fo&fc&mfrbt£%mfabmtJi£n loom t> 



2 4 5. ^;v*y7^ K*aW^i^W> 

N- [[(4-^pp7x^) T5;/] /Kl -2, 3-i?tKn-l 

H — >"7* — 5 — jx^tfO'T^ b\ 

N- [[(3, 4-^^nn7x^) 757] -2, 3— S?tK 



*3 «3:7j? 

2 -^;V7t-/^7 5; K— 5 — 9 n ^ih D ^ 

2 4 6. ^A-*y7 5K^tft^*^ N- [[(3, 4-^on7xs/V) T 
5/] -2, 3 Kn^y77 V- 5 -X;^y7 5 K*5 
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JctW- - 5 — ~? xi^^-fr-? =c is— 2 — 

isy % vfrbftzffifrbm&izth th ionium, ~hi^< n^(Dm 



2 4 7. XsVft^T^ K^T-fl^W. N- (2,4-^^13 13^^^^/^) -5 
-•fxx^iry =^is- 2 -7./VfoisT 5 Y<D± Y V $ J*iM.-V&&, fi^^S 2 4 
4!E4fe<D|M^iffiJ&^o 




(IX) 



2 4 9. sk^Wf^K^^W^, VEGF receptor kinase PJ. 
2 4 4 ~ 2 4 8 (DV^-ftL^— Tl^fBftCD 



2 5 0. VEGF receptor kinase PJ-^^Jf^ — (XXIV) 



R 

i 



4d 



A - x d^N. R5d 
O 



(XXIV) 

[5£ (XXIV) I 3 . A d «, 5£ 




N N 

,12 




R" R 

(5^ R ld 'fi N S^-V^V^V 3 (:CT, V^iftS^f ttv^t <t 

tf=./um, ^;V7^^;H, x/V7}n— sum, ^-CONR 6d -i?^$ti5*. 
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— /V*. g^fi^^LTV^T^ 5 ~ 1 O l^T n 7 P -^Sf fcttttl 



v^T J: 3 ~ l o M.&lE&m^T tin^&^M^Kir 6 ; v a 1 2 zK^JSt^ 



6 7Vl^~/i^ g#:S ^31" U "C ^ T & £V^C 2 _ 6 T/V^~/i/g. g^KtrWU 
•CV^T 1 bj:v^C3_ 8 ^^^7;^^^I^ ftl^lrLtv^t% j;v^c 6 _ 10 7y 

T % <fc V n C ! _ 6 T 7 V 3 ^ * Fi g & £ £ ^ U T V n X % £ V ^ C 3 _ 8 ? n T 

f LTV^T ) bj:v^c 2 _ 6 7;^-;H> gmX^b-cv^T t> .fcv^c 2 _ 6 T/v 

dr—y^fi, g^K L T V ^ T t> £V^C 3 _ 8 nT/Vdr/l^S. g^K^r^ b 

•rv^T^)j:v^c 6 _ 1 o7y — /i^s N gmK£r;frb-cv^fe 5 — 1 OM-sTn 
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%M^z> ; v al5 ». tK*^. Tkife^ emx^ i^wt^ J;v^ a _ 6 



It 



v^^)j;v^c 2 _ 6 7/^ ^ r=/^S^ fi 

j^5~i o I^r o T y ftl^tbtV^t) J^3~l 01^ 



R 



7d 



R 



3d' 




w 




R 7d 




W 1 N 
R 



X 



3d' 




w 1 A 

R 3d ' 




R 3d 'te. TkmJ^^. St*^tttv^t)j;v>c 1 _ 6 7;^;H> 

Ir^UTV^T^ ^V'C 2 _ 7 T^>vv3s^fc^g^3E^^bTV^T^ =fcV^C 2 _ 7 T 
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ftl^f Lrv^t^)J:v^c 2 _ 7 7^/^S, emS^^rbTV^Tfe £V^C 2 _ 7 
7;^ ^ t fc iiS;- c o N v d 1 v a 2 (^^, v dl $s£x$v d2 

tbtv^'bj;^c 2 _ 6 7/V'7-=;H> S^X^^UTv^^ J^c 2 _ e T^ 

TV^T^cfcV^C 2 _ 7 T V/V'K'^ fcf'ig^rX^ ^ bTV^T % J: C 2 _ 7 T /V- =t :3 f- 

^UTV^T% J^c 2 _ 6 T/v^-~/v^ B^fi^ bTV^1> £v^c 2 _ 6 T/v 
^-/v^ N Itl^f LTV^tt) j:v^C 3 _ 8 v / ^o7;^^ fi^S^r^rU 
tvnt% J^c 6 _ 10 t y -/V^et^^^-WT^ J^5~ 1 oi^fn 

2 5 1. VEGF receptor kinase PJ^^jJC — (XXV) ■ 




(XXV) 
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[5£ (XXV) R le te. ^-v le -V 2e -V 3e (^"K V le f2. f 

rcjtJE^> ^;u7^f^;vl, S;-coNR 6e - 



^£i^c 6 _ 10 T V — /H.Itl^f ttv^t £v> 5 ~ 1 Ol^fnTD - 



t^S^f j;V^C 2 _ 7 T;^3 ; 3r^;^^r:;^ 
-CONV ell V el2 T't§tb5i (5£4b V ell te. TkSfcJBSC^ S 



^C 3 _ 8 ^^n7;^;^ «&£&^LT^T 1 fe£V>C 6 _ 1 oTy*-/l'2k fit 
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■7e 





C 1 _ 6 7VV :3 r/V^ g 



f Utv^ , ct5J;v^c 2 _ 6 7/^^;^I^ g^S&W bTV^T t £ v^c 2 _ 6 T/v 

T P — /vS^/c{*g^:S^^rbTV^T^ 3 ~ 1 Ol^fi^ToM 



2 5 2. R^^C^sT/V^H (fcfiU R le teC^T/V^S^U-^ 
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T t iv^ 3 ~ 1 0 I^Wi^r nISS, 7X^1, C 1 _ 6 7/i'3*^ T 
^/I N ^ / - C ! _ 6 T/W^r^T 5 / Si3 i U 5 ^ - C j _ 6 5 / ^ 

53. R le ^M ^vi^^fcfssfc 



t5.) -C^^ti/SS-CfcSN »^5l2 5 imiB«J©E5IK»fifc*o 
15 4. R le ^M^/^^fcf* 2 h^Vm^/k^-efcSx ffr^ 2 5 lKlfE 

> 5 5. R 2e ^^7/ltfdtS;-CONV ell V el2 ti$tl5S CsS*. V e 

Tt><tV^C 6 _ 10 Ty — /l^fi&SSr^rUTV^fc J^5~ 1 Ol^rnT!) 

fit^X^:^ LtV^t!) iV^C 2 -67^ ;: ^ S^S^^ L-TV^T t> J; C 2 
LTV^Tt)j:V^C 6 _ 10 7 y — /VS. Wfe^^bTV^^ J^5~ 1 o M. 

LtV^T%j;V^C3_ 8 i/^n7^3^^1^f*t§ 0 ) -Cfc5, ft^X 2 5 1 
2 5 6. R'^^^/Stfc^-CONHV^^^^tl?.! V el6 




R 



a2 
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mJi^SmK^bTV^^ £V\)^&>£uli^2 5 1 |2l|a*©E3l*i.^*bo 
5 2 5 7. R 2e ^^-CONHV el7 t^^n^S (5£*K V 17 «\ TkHtlJjC^ 
C a _ 6 T/V'^/VS*fc^C 1 _ 6 T/V=t :3 rv'£ : Sr#*-t"5o) S^S2 5 

2 5 8. R 2e M-CONHV el8 t*$tl5l (5£fK V el8 te. 7K*J^T". 

10 ^^5o 

2 5 '9 . Y 1 ^^ 



*>5. ff^ I l2 5 1 KlfBfccDlS^iiJ^o 

15 2 6 0. R 3e *3J;Tj?R 4e ^7j < ^jif;-^--efc§ > ft*>S2 5 1 l£fBtt<z>E£2&tl.J$4to. 
26 1. R 5e ^ 7 X^jm-f-s C 1 _ 6 7/V^fc C,_ 8 ^a7^S*fcttC, 

20 2 6 2. R 5e ^7<^vX. ^f^Sttii^^ n/n tVVl-efe5^ ff^*K 2 5 
2 6 3. VEGF receptor kinase P1##iK^n — (V) 
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[xt4^ R lc teTkStJP^ 1 . 7^/v^ N =^^-7vm, n-T'nlf/HJfc^^n • 

5 2 6 4. VEGF receptor kinase W&QoWffi* 

N- (4- (6-V7/-7- (2 -7 F^Vi h^vO -4-^/5^) ^~ 
3f V— 2 — 7/W"n 7x^) — N' — (4-7;Vtn7xr:/V) 7^7^ 
N _ ( 2 n a — 4 - ((6-^T/-7- ((1 - * ^vl— 4 - fcT^ U 

7 h^ris) -4-^;U/V) t^ri') 7x~/V-) — N' —7^ a^n tVl/!> 

10 

N _ (4 _ (( 6 _. >T y_7_ (((2R) —3 - (5?xW5/) — 2-t 
Fn^i/7 , Pt» ^^vO — 4-dryU/l^) ^^vO 7x^) — N' — 
(4-7;^p7j=/v) VVT, 
N— (4- ((6-^7/-7- (((2R) —2-t (1-tfn 

15 y^/) -?w?V) iir*?*/) x-^i/) — n' — 

( 4 — 7;Vi-n7xn;V) ?V-7 N 
v-) — 7 —7* h^v^— 6 -^7 U ^/V/J^lJ- 5 h\ 

20 v-) — 7- (2 -7 h^riV^ h^vO — 6 -^-J V 5. h\ 

N6-v / ^n7°nt>-4- (3-^p p — 4 — (((^n^ntf;l/7$/) 

757) 7x/^) — 7-7 fdr^-e-^r/py*;^^ 

N6- -4- (3-^nn — 4- (((^^n7'nt> 

25 757) Jj;V7$=.;V) 75/) 7x7 3rf) — 7 -7 h^iX— 6 -3r7 V V 

N6- ( 2 — 7;V^-P^f/k) —4- (3-^pp-4- (((^n7nt> 

7 5 7) ^7/V#^7V) 757) 7x/^) -7-^ 
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N6-^f^f^-4- (3-^pp-4- (((^ tW7 ^ J ) 

— >V) T %/) 7 — 7 f^v'— 6 V VTJ/V^I^ K% 

N6-^f;V-4- (3-^T3n — 4- (((^o7'Pt>7U) #/]/t}^ 

N6-xf/V-4- — 4- ( ( (i^ n t°/l^T ^ / ) ^/V^ — 

4- ( 3 -77V^rx2 — 4 - (^^0 70^7 5/*;^'^) T^7^rny 

^riy) —7 - (2 - ^ h^v^ h^r^) V ^/Ws^f- * K N 

4- (3-^nn- 4- (^^ p7b tVl-7 5 / 757 7x7^ 

—7- (2 - t Ko^v^x b^rv-) -6-^/!Jy*/V^^f ^ 
4- (3-^nn- 4- (^n^ntfA'75/*M=;V) T^/:7:x/df 

—7- ((2S) -2, 3-^tFP^rV7PfcW) t^>-6-^/ 

4- (3-7PP-4- (^f;V7 5/*^-^) 7^;7x/^» -7 

4— (3-^nn-4- (ai^vVT ^ 7 ^/V/J^/V) 7^77x/^r^) —7 
-y h^y- 6 -=3r7 V l/#A'tf*f-V'$ h\ 

^ /) 7x7^^) -7-^ h^rv'-6-^7!Jy*;^>t^ F\ 
4- — 4- (^p/pW^/^V^/V) 7^77x/dr 

$✓) —7 - (2 -3i h^^/rn — 6 - 5r J V ls%A'tf*f-9-$ h\ . . 

4- (4- ((^n^Plf/V7 5 7) T5/7^ydf-» -7- 

(2 -y h^rv^ f^r^) - 6-^7 P ^/Wtfdp-f- 5 K% 
N — ( 2 —7;V3ru — 4 — (( 6 —jjAss^sfsl'— 7 — ? b^r->— 4 — / V 

t^S/) :7^— /V) -N' -;/7P7otVP7V7, 

N6- (2-t FB^^f/V) -4- (3-^pp-4- (((^n^n fcT 

7^7) 7^7 -Zeis') — 7 h=3r->— 6 — U 
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4 - (3-^nn-4 - ( 1 — 7" o fcWT 5 / # /i^^/U) 75;7x/^^) 

- 7 hdp^- 6 -dr7 V ^^JV-^^r^^ F\ 

4 _ ( 3 _^ pa _4_ ( c i s _ 2 —-7;Vjrxi — ? xi y'u \f;VT 5 / ^ 

5 tf^/V) 7 5 /7i;^r^) - 7 h^iX- 6 -dp-/ V l^^J/V^^-f-^ K> 

N6-/9W-4- ( 3 _^ nn -4- (((^^n7°n #/vt}^ 
/V) 7^7) :7rc/dp-i/) -7- - 6 - ^ / 9 ^ 

N6— /^A-— 4 — (3_^ ncr _4_ 5; 7 ) #/V/£~/V<) 7 5; 

10 /) 7x7dr^) -7-n^-6-^3^#^t5K, 

4— (3_^ t3C 2_4— (i/^ q t°;V7 5 / 7577i/^ 
5X) —7- (2- (4-^7t!)7) — 6 - * / V l^iJ/V^^ 

4 — — 4— ( 2 - 7;l^^n ^f-^7 ^ / 7577x 

15 / Zeis) — 7 - / h^rV— 6 -dp- / V ^^/V^^f^^ b\ 

N6 - ((2R) r b7t Kp- 2-77-^f^) - 4- (3-^nn-4 

- (((7f;V7^7) 75/) -7-7 b^i/- 
6 - dp/ y :/#/l^d^^ H\ 

4- (3 -^/l^n- 4 - {pL^-jVT 5; /#/V/f;~ /V) 75/7x7^^) - 
20 7 -/ b^^— 6 —dp- / p V'jfr/V'aJ^f-^ b\ 

4 _ ( 3 _^ r3n _4_ (((^^n7nt>757) ^/Vt^/V) 757) 7 
x7 df-» —7 - ((2 R) - 2 — t Kn^P^-3- (1 y v>/). 7" 

tt?$*y) — 6 -dp-/ y >-Z>/ls7$3c-f-* h\ 
N6-^f /I'— 4 - — 4- (((7f/V75/) ^/i/tfc^/V) 75 

25 /) 7xMV)-7- ((2R) -3-^W5/-2-tKP^^ 

y*uv$3rls) — 6 -dp-/ y ^#/^d^5 K> 
N6 _^^ 7l/ _4_ (3-^nn-4- (((xf-;P75 7) JjjV7$=.;V) 75 

/) 7^/dp-v) — 7- ((2R) — 3-5?xf;V7 5 /-2 — t Fo^7 
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N6-^f^-4- 4- (((^W^/) 3};Vi$~;V) 7 5 

/) 7x/^:/) -7- ((2R) -2-fcKP^>-3- (l-lftaPS? 
y) ^n^y) — 6 -dry' y ^/V/J^-f-^ H\ 

N6 _y^ vV _ 4 _ (3—^^13 — 4— (((xf/VT^y) $i;V7$^;V) 7 5 
y) y^y —7- ((2R) - 2 — t Fa^v'- 3 - ( 1 - tfn y v> 

y) ^^y^y) —7- ( ( 1 - / ^JV— 4 - fc^ 9 vW / h=3f^) —6 
N6 _^^ / V_4_ ( 3 _^ ni= t_4_ (((xf;V7^;) 75 

/) 7x/^y) —7- (( i -y ^vv— 4 -t^y ^/v) / F^y) —6 
N _ ( 4 _ ( 6 _c/ T y_ 7 _ (2-^ F^yxF^y) -4-dryy/^) 

df-^y- 2 -y/V^-a 7;*^/^) -N' -y^o/n^/H?^ 
N _ ( 4 _ ( 6 _^ T y_7- (3- (4-^y^^y/) ^a^-^) -4- 

y y yv) ^-^^^rc^/i/) — n' - (3— (^=?-/v^jvfo=-;v) y^^/v) 
4 - (4 - ((yy n7n fcVl/7 5 y ) ^7/^^— /!/) 7577x7^^) -7- 

^ F^y-e-^/yy^/^^rf 5 F\ 

.4— (3-y/V^-n — 4- ((2-7;Vtnxf;V7 5 7) ^//^^) 75/ 

y x/ £fvO — 7 - y h 6 - y y y^/v-T^-^ p\ 

N6- ( 2 — ^ h ^ v^^/V) -4- (3 — y n n - 4 - (((7^75/) 

#/vtfwi/) 7 5/ ) y^y^y) - 7 -y b^y- 6 -^y y y^^/^^ 

4 _ ( 4 _ ( 3 —a^=f-;V^7 K) - 3 — 7 — 7 =c / is) 

^r-y^r J y V- 6 -^7/V^=3f */\) T*Sy K (2-^7/^) 7 

5 F 
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N _ ( 4 _ ( 6 _ (2-i/7/^f/V) #;W^-l'/V— 7 — 7 b=^V— 4 — Sf- 
^^-2-7/^0 71-^) -N' -^^ n7°n 1/7 

2 6 5. VEGF receptor kinase ^K^^oW^, 

4 — (3— ^pp - 4- (;/^n7otVV7 5/*M^) 7^/71/^ 

i/) - 7 -7 b^V- 6 -=¥7 V l/iJ/V-ftZr-yr 5; h\ 
4 _ ( 3 _^ nc2 _4_ (xf;k7$7^/V#^) T 5 7 7 :x. 7 ^i/) — 7 

-7 h=¥V- 6 -=¥7 y h\ 
N6 _^^^ i/ _4_ — 4- (((v/^p7nt°/P7^/) 77/Vtf; 

-7 h^r^- 6 - U K 

5:7) 7x7 3^) - 7 - ^ f ^V- 6 - * ; P V*/V#*t 5 K 

2 6 6. VEGF receptor kinase MM&ltfl^ 4- (3-7nn— 4- (^p7 
P tVVT 5 7 75/7x7^^-7-^ h 6 - # 7 P ^77 

^7?fe5 N It ^12 4 9 fcfE#<&B£3IS*Bj&4&o 
2 6 7. VEGF receptor kinase PlW^W^. 4- ( 3 - 7 n n-4 - (^7 n ^ 
p t°;V7 5 7 77/^#-/V) 75 7 71/^7) -7-7 b 6 - ^ 7 V 

K<o7 ^77>^*ytt-el)5,il^2 4 9 ^tEM^mMU^^o 
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2 6 8. VEGF receptor kinase Pl«#9lf — (XXVI) 
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2 7 4. A llf ^^J©^--efe6, 6 8 fcfB*<D|S^ 

275. R^tfTkmrn^^hz. m^M2 6 8 \z.mm co mmm.^ 

2 7 6. R 5 f ^eT/V^/^^fcfiC 3 _ 8 v^ PTWSt&S, If^* 
2 '6 8 }cl|BttcD 



A. 
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2 7 7. R^M^/l-K^feS. |f^il2 6 8 ^fBftCQg^M^I 

2 7 8. R 9i &7kmm^-x*$>z>, m^M2 6 8 ^mmcom^ 

2 7 9. VEGF receptor kinase Pl^^R^ — (VI) 
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2 8 0. VEGF receptor kinase PJeL^I^S^n 

5 - (2- (((4-fc v ? >'- 1 — - OV) 

N 1 -^^;v- 5 - (2 - ((4 -fc K^i/fc^y vV) / 

— 4 — trp ^-^r^- 1 H— 1 -4 1/ % K> 

Nl-^f/V-5- (2- (((4- (Ifn!J^-l-^) 

N1 _^^ /v _ 5 - ( 2 - (((4- (t^y^Z-l-'f/V) t^PS^-l 

— f/V) r^y) — 1H— 1— 



N4 _ ( 4 _ ( i _ (^f^T^ / ) 33;Vi$=-7V- 1 H- 5 — -f V /V) tf- 

=3f-v/- 2 — fc° y - 4 — ^e/v>^ y v^/v^^f- 5: K 
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2 8 1. VEGF receptor kinase W&toJtifi* 

(1) N- (4-^0^-2-7/^13 7 3:^) 6 y h^-i/- 7 - [2- 
(1H-1, 2, 3-MJ7^-l — f;v) x>^] 

5 T5;>\ 

(2) N— (4 - 7*n^ - 2 7xx;k) —6-^ h^iV— 7- [(1 — 

(3) 3- [(2, 4 5 ->f /U) ^f-^^l -2— 'f^K!* 

10 (4) (Z) -3- (2, 4-v^^/V—5- (2-^-^y-l, 2-i?fcKn^r 

>-'K — ;V— 3 f !Jf^^f^) - 1 H- fc°n— 7V- 3 —4 As) "7^ 

y y Tv'y K> 

(5) 5- (5 -77V^-t3- 2 -t^7- 1 , 2-7tKP-f7K-;V-3-^ 
y t* V y 7VV) —2, 4-^fA'-lH-lfn fc -^-S-*;V^^^P 

15 TVy K (2-i7^^/VT^ yai^/V) 7 5 K 

(6) N, N-^f/^^7V 3 - {5, 6, 7, 1 3 ~T h7t Ku-9- 
[(1 — y^vkm f^vO y^vV] - 5 -tf-df-y— 1 2H->f f7V (2, 1- 

a ) fan (3, 4-c) #/W^y— JV- 1 2 -4 ;V) 7°t2 fcVl^^TVK 

(7) 3- (4-70^-2, 6 — — ^f SM'^^riV) -5- [3 — 
20 (4-t°o!J-7y-l — f /V-7 ? 7Vl') -!7WK] -fyf77wV-4- 

(8) N- {2-^nn-4 - [(6, 7-S?y b^fv'-4- WD ^) 
v-] 7x=;H -N'-7°n tf/V^ 1/7, 

O) l- (4-^pn7-y;) -4- (4 — t°y ty^y^/^) y^7ty^> 

25 (1 0) N- {2-y tin- 4— [(6, 7 - v 5 /- h 3^y- 4 U /V) ^"^iV] 
7x^;V} — N'— (5-^f/V-3--fy^f7!J;V) ^7, 
(11) 4- [(4 — y/^n — 2 — y f/K* f /V- 5 — 4 ;V) ^r^Ul —6 
_^^^_ 7 _ [ 3 _ (trny^^-l — f/V) yn/Jf^rv-] ^t'/])^ 
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(12) 6— [2— (7 JV/^A ;V) 7i^/V^/V77^^] -3— e — 

[2- (t°y^y-2--f;w) SOPS— /K 

(13) 5- ((Z) - (5-7;^n-2-t^y-l, 2-S?fcKu-3H- 

7 9W) -N- ((2S) -2-tFo^~3- 
5 ^/ufr V is— 4 — f jvzfv- tVv) - 2 , 4 - i?* l H- n — 3 - 

(14) 3- ((^eyyv-4 — f/w^^/v) r^y) -n- (4- ( b y 7;i/t 

(15) 6- (2, 6-^7^0 71^) -8-^f;W2-7x^75; 

io -8H-tryK[2, 3-d]t°y ^^^-7-^-^, 

(16) 2 - ((i, ko- 6 -^-^y- try 3 --f ?v*?-flS) r 
^y) -N- (3- ( b y 77i^^-t3y ^/v) 7^^/v) - 3 - t°y ^^-^/v 

(17) 4- (4- (4 — ^ n n -77^— jVT 5 /) -7p[Z, 3-d]t°y^ 

(18) N- (3— MJ 7;Vtn^f;V-4-^PP7i=/V) -N'~ (4- (2 

(19) 4-7^-5-7;VtP-3- (6- ( 4 - 7 ^VV- tf^7 v 5 ^- 1 

(20) 4 - (4 - (1-757-1 -^^/V-rc^/V) - 7 ^ n/V) - 2 - (4 
- ( 2 — ^fVifr y 4 — 4 /V — J-^A-) -7x^75 7) -tfH^y- 
5 -#/V7}^ b y /V, 

25 (2 1) [6- [4- [(4 -xf;VtX7 v?^- 1 -4?V) 7 ^v>] 77:x=/V] 
-7H-t°PP [2, 3-d] try 5 4 --f/K] - ((R) -1-7*.— 

(22) 9 - (1-7 b V) 7 ^/V- 1 2 - ( 3 - t Kn ^v^y n fcW) 
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-6H,7H,13H — fyf/ [2, l-g^.ifuu [3, 4-c] #/W^— 
/V— 5 — 

(2 3) N- (2, 4-^7/ktn7i=/V) -N'- {4-[ (6, 7-v^h^ 

5 (2 4) 5 -[N— ^ ^/V-N— (4-t^^f^t= 3 rv / 7x=^) T*fe^vkl 

(2 5) N- [4- (3-7$;-lH--fy^/^-4— f^) :7^~/k] 
-N'— (2 — 5 — J.=f-}V7^~ ;V) tyUT^ 

(2 6) 6- [2- (1-^f/V-lH — f 5 ^V— /W- 2 -4 M 

10 [3, 2-b] fc'y^y-?-^;^^^] -^o-y [b] ^^-^^ 

(2 7) (R) -1- (4- (4-7;Vtn-2-^f^-lH-^>'K^-5 
-^/Vo^vO -5-^f^t°PP [1, 2-f] [1, 2, 4] MJT^y- 

15 33 

(2 8) (S) - ((R) -1- (4- (4-7/Vto-2-^f;V-lH-^fyK 
— /V- 5 --T/V^-^^) -S-^f/Vt'nn [1, 2-f] [1, 2, 4] MJ 
Ti?ls — 6 --f/V^-^rv^) ^n/-^- 2 — /V) 2 — T 5; /7°n^7i- h 

2 8 2. VEGF receptor kinase PJ.^#»ff# s . 2C3 antibody. IMC-1121K 
IMC-18FUIMC-1C11 $5£t5IMC-2C6 h ft tbS^Jfe < 

25 2 8 3. jktf*f£IMF*&Wa^ *tVEGF*i#:-C*)Sx 2 4 4-2 4 8 (D^ 

-Tint*— m^m^co gim^, 

2 8 4. lkWif^PJ.#^K^N FGF receptor kinase iM^JC-CfcS, 2 

4 4 — 2 4 8 (DV^TtL/^— :0[H:fcB<fc<DBB&IU&*&o 
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2 8 5. FGF receptor kinase RHjF&Stfl^ 1— [2— — 6 — (3, 5 - 

v 5 ^ y3t^-7^=-7v) -try k (2, 3-a) try $3^-7-^/1/1 -3- 

tert-^^/^^WT*3«fc , a ? l -tert-^^/^-3-[2-(3-v ? ^^/l/T5 7) 
^nt°/VT5/-6- (3, h^riX7^^/V) - t° y F ( 2 , 3-d) 

try ^ 7 — >f /v]._^ i^r^b^5S¥^b3iW.$^s^^< o©#; 

It 5^ 2 8 4 fcfEifecDlSllMc^o 
2 8 6. Jk^if^P-i-#^K^^ tal FGF ftftT'fcSs ft^IR 2 4 4 ~ 2 4 8 <DV> 

2 8 7. VEGF receptor kinase P£«4M £ h % KlA#lz:S#$tl/5 - £ &#1§fc 
— jt£5£ (XIV) 




(XIV) 



Xf*-N (R 1 ) -^fc^m^^^s 



237 



WO 2006/030947 PCT/JP2005/0 17238 

I 3 I 

— C(R 3 )— £ fzlt N 

ZJ3-N (R 2 ) -&1mMV, 
=$- * fc teififS r /v^r /I/* £r % 

tufa VEGF receptor kinase IW&jBtfl^ 

(10) N- {2-^nn-4 - [(6, 7-^y b*^- A-^rJ V JV) ^^v-] 
7^~;V) — N' — ( 5 -y ^/V'- 3 — f y^f-V" V >V) ^^7, 

(11) 4 - [(4 — — 2 -y ^/W y /V— 5 — >f /V) $-*ris] — 6 

[3- (trn y e?v— i -4>V) y p n/K^v / ] ^-^-yyy. 

(12) 6- [2— (y ^/I^/W^^/V) 7i=;^/V77^] — 3-E — 
[2- (try v 5 ^— 2 — 4 As) /V] ^ y^/-;K 

(13) 5- ((Z) - (5 -yjV^rn- 2 -tf-^y- 1 , 2-v ? tKn-3H~ 
^ y K-;v- 3 — f yf» y^/v) -N- ((2S) - 2 - fc Kn^S^- 3 - 
^;v*!Jy-4-'f;v^ntVw) -2, 4 - S?* 1 H- t°n — ;v- 3 - 

(14) 3- ((^;yy-4-^;Mf/v) r^y) -n- (4- (byy^y- 

(15) 6- (2, 6-y^po7i^) - 8 -y ^/v- 2 -y y 
-8H-try k[2, 3-d]t°y ^yy-7-ty, 

(16) 2 - ((l, 6-^t Kp - 6 -ir^rV- try v?^- 3 -^T/vy ^AO T 
^y) -N- (3- (f!)7/vtn^f^) y^~/v) - 3 - 1° y 

(17) 4- (4- (4 -y u n -y ^~>VT % J ) -7n[2, 3-d]t°y^ 
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7 — { /VoT^^ 7^/1-0 — t°y 2 —jjAstf^i/D y 9 Tv'y K 

(18) N- (3-MJ pt. =f-;v- 4 — 9 n o 7x=;l/) -N'~ (4- (2 

- ^ f/v-* /i^/^-f ^ t° y v 5 y - 4 - ^^v^rc^/v--) i/7\ 

5 (19) 4 -7^ 7 - 5 —yjVJrxi- 3 - (6- ( 4 - 7 ^VV— v 1 ^- 1 

-xf/v).. - i h-^^xv 3: ^y^— /V- 2 -^/v) - i H-^r/ y 2 

(20) 4 - (4 - (1-75/ - 1-7^-/^-^^/1/) -7rc^/V) -2 - (4 

- (2- ; t/^!)y-4--f;V-^) -7xr:;V75/) 

10 5-*;^MJ/K 

(2 1) [6- [4- [(4 -rc^/Vt 0 ^^-^^- 1 — f/V) 7^/Kl :7:x~/l7] 
-7H-t°nn [2, 3-d] t° U f/H - ((R) - 1 

(2 2) 9 - (1 -7 ^/V^ f^^) 7^/^- 1 2 - (3 - t Kn^^n fcT/V) 

15 -6H, 7H,1 3H T ls*f S [2, 1 -a] t°nn [3, 4-c] *A'/^/- 

/!/— 5 — 

(2 3) N- (2, 4-v ? 7/Vtn7x=;l/) -N'- {4-[ (6, h^r 

4— ^/y/V) — ^-^V]— 2 -7/V^-n :7^~/W ^1/7, 
(2 4) 5 — [N-7 ^/V— N- (4 — Or 9 ^y^^/v^^-^yy =^=^;v) Tir^vkl 
20 T 5 7 - 2 -7 f-^ft^y/^ y ^ 77 y K> 

(2 5) N- [4- (3-7?y-lH-^y^y 4 -^-4-^^) 7m^/V] 

- N'— ( 2 — yjVfru — 5 — 7 f^7 rc~/l7) 7 1/7, 

(2 6) 2 - 7 ^"/V- 6 - [2- t^?"S— /V- 2 — f/l') 

[3, 2-b] fcT y 7 --f /V^-^v'] -/<^y [b] ft7x 

25 77yK ^W5K, 

(2 7) (R) -1- (4- (4 - 7/I/^n- 2 -7^/V- lH-^T ^ K— /V- 5 
--T/V^-^7) [1, 2-f] [1, 2, 4] fy77^- 

6-^T/V^^i/) ^n^i/- 2 — ^ — /V 
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(2 8) (S) - (CR) -1- (4- (4-7/l/ta-2-^f/W-lH-^VK 
— ;V- 5 — iAsHr^s) ~5-*^-)V\£xnp. [1, 2-f] [1, 2, 4] hi; 

2 8 8. VEGF receptor kinase P-W^lff t t h KBm\Z&l* £ fh%> £ t 
(XIV) 

t 




(XIV) 



Agm N ItS^rf ttv^%J:v\ ^atsS^fctt— ai^waisr^ 

xf*-N (ri) -^.tcnm^^^, 

I 3 I 
— C(R 3 )— N 

Sr. 

Ztt-N (R 2 ) -SriSBfeU 
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=f- % tc fe&B. T ^rJVm & , 

HUlB VEGF receptor kinase PJ.^^®:^ 

2 8 9. VEGF receptor kinase HMMfeflt^ 4 - ( 3 - * u n — 4 - (^n 
/pWU*/^^) 7U7x/^) — 7 -7 h^f ->-— 6 -=3r/ !J 

>-#/i^^-9-s; Ko^^y^^^tt'CfcS, If ^12 8 s\z.^McomMB. 

2 9 0. K/Vifrl/T ^ K^frffc^Wa^'N- (3-V7;-4-^f^-lH- 
^a^ftfc:fft§ E &*i/5:&, 5 n »*3[2 8 7-2 

291. giia^^i^, if 2 44. 2 4 8. 2 

8 7 33 J: X$2 8 8 <£>V^T fhfc— *!&£|3^£>^^Mc^o 
2 9 2. EU&|&Jft&d$ N JfeWff^PJ.*ffi^ffi^^fc ; S> at ^2 4 4. 2 4 
8. 2 8 7^3«tTJ ? 2 8 8 ©V^f ^|B^<^E^S.^^o 



241 



WO 2006/030947 



PCT/JP2005/017238 




1/8 



WO 2006/030947 



PCT/JP2005/0 17238 



CM 

d 



CD 



O, 
C 

CD 



CM 
< 

CO 



< 

co 



CM 
Q. 

UJ 



O, 



CM 
00 



to 



CM 

ei 
O 



D. 

CO 

o 



CM 

O 



5 

o 



CM CO t— t— CDCDinCOCMCMCMCM 
COCOCMcMcMCMCMCMCOCOCOCO 
O O O O* O O O O O O O O 



cmcmo-i — o en m in N t- , — t— 
nwcsjCNiweJNCNjnnnn 
ooooooooooo'o 



COCOCMCMCOCOCMCMCOCOCOCO 

o o o o o o o o o o o o 



OiM-^CMCMlOlDttoOTtT}- 
COCMCMCOCOCMCMCOCOCOCO 
O O O O O O O O O C> O 



r--coa>cotocococococMCM 

t— OO-i— t— t—t-;i- ; i- : CMCM 
O O O O O O O O O O O 



<DCOCOCD(D<N<Nr>COi-i- 
l— OOT--r-T--^-_-^- : -r-CMCM 

OOOOOOOOOOO 



CO CO CM CM CO CO CO CO CO CO CO CO 

dddddddddddd 



intotor-»r— r-ooinineDO> 

COCOCMCMCOCOtOCOCOCOCOCO 

odd d odd do odd 



■i— i— r-r-oo^ininininin 

r— t— O O t-; i-j CM CM t— t i — ■ i— ■ y-j 

dddddddddddd 



m o cd a> M- 

CM CM t— t COCO CM CM COCO 

ddod dd dd dd 



lO CO M" M- O) O) »3- -M- 

CM CM i- i— CO CO CM CM COCO 

ddod d d d d do 



m in as co ■ r- r- 
cm cm t— i — I in un 

d d 



in in 

o o|o o do 



m in en 

CM CM t- 

d d o 



•*fr CO t- 

cO co co 
odd 



T- 

co CO CO 

d d O 



t- ] in m 
djo" d 

1 

i—l CM co 
co" to CO 

old d 
I 

t— ! cM CM 

CO I CO CO 

d i o d 



in in 
o o 



CO CO ^" M" 
CO CO CO CO 

ddod 



eo co m m- 

CO CO CO CO 

ddod 



o 


o 




-* 




in 


in 


in 


in 


in 






CM 


CM 










r- 




d 


d 


d 


d 


d 


d 


d 


d 


d 


d 



p-.p-c»o>^-Tfiniooojoo 

-i— 1— OO-i— T— CMCMCMt— CMCM 

d d d d o* d o* d d d d d 



cor-oosco^mmoooo 

i-i-OOt-t-NCMCMi-CMN 

d d d d d d d d d d d d 



CM 
iri 



in 



CM 
CM 
>- 



CM 
>- 



CM 

5 



CM 
CO 

O 
o 



CO 

a 
o 



CM 

d 

CM 
CO 

r- 
LU 



o 

CM 

CO 

r-« 
UJ 

CM 
d 
r- 
o 
r- 

LU 



O 

r- 
o 
r-» 
ui 



cocococooocDcoin'«3-r-0 
cncococorarococococqcDO 
ddod d d d d d d d 



cocooocoooajointfOr- 

CO CO CO CO O) O) CO CO CO CO O CD 

dddddddddd*^ 



CO lO CM CM CO CO i— T-^tO^f'^' 
CO CO CO CO CO CO CO CO O) o CO CO 

dddddddddddd 



(oionco^^NNQ^ioin 
cocococQcocqcoooQracocq 

dddddddddddd 



cocococor-«MNOc\li-0)co 
CO CO CO CO CO CO o> O CO CO CO CO 

dddddddddddd 



cocooocor-r»Or-»cMT- o>cj 

CO CO CO CO CO CO O O] CO CO CO CO 

dddddddddddd 



r-r-oocoor-»r-»Tj"coo 

CO CO OJ o> CJ> O CO CO CO co o> o> 

o*ddddi~:do'ddd 



r-p-ooO<or-r-^cooo 

CO CO CD OS O Cl> CO CO CO CO CD O} 

d d d d d d d d d d d 



r-totoOoococococMcoco 
co co o> o> o> CO CO CO CO CO CO 

dddddddddddd 



1 — I — OCOOOCOCOCOCMCOCO 
CO CO O CD O) CO CO CO CO CO CO CO 

dddddddddddd 



mor-tot—r—cococotococo 
cnococococococococococo 
dddddddddddd 



Oinr-~r-.r-r--cocototococo 

CO CD CO CO CO CO CO CO CO CO CO CO 

dddd. dddddddd 



in in q O 
r- r» c» o 
dddd 



O CD 



co Q in in 

CD O P*» P*» 

dddd 



a a mm 
O cd t-> r- 
t-: d d d 



*3- o 

CD o 

d -r-: 



t-^ d 



co O 
CD CJ 
O >— • 



O CO 
O CD 

d d 



CO o 
O d 



O co 

O CD 

-»-: d 



in in 
d d 



in in 
o o 



CM co i — r — 
co co in m 

d d d d 



co O 

CD O 

d ->-^ 



O CO 
O CD 
-r-^ O 



CO CO 

d o" 



CO CO 

d d 



CM CM 



CM CM 

d d 



CO CO 

d d 



cm cm r- r-i cd cd 
to co in in 1 co co 
odd o'l d d 

1 



^j- i — t— CO CO 
CO CO CO CO 1 — ■> — t— t— 

do d d d d d d 



W <* t— t— CDCD 

CO CO CO CO t— t— T" • 

d d do d d do 



CO CO <j n m W COCO 
COCO CO CO CM CM CM CM 

do d d d d do 



coco ^"^f m in m in 

COCO CO CO CM CM CM CM 

d d d d d d d d 



O O in in ojcd t— cM t— cm 

CM CM T-; t- COCO CM CM COCO CO CO 

ddod do d d d d d d 



o o m to CD CD 
CM CM t— -r— CO CO 

d d d d do 



cd cd in in in in 

i- -i— -i- i- CO CO 



-r— CM t— CM 

CM CM CO CO CO CO 

ddod do 



CO CO CO ■'J* 
r- 1- CO CO 

ddod 



i— CM 

CO CO 

d d 



oo^minm r- co ^t-^f N cm 

cm CM t— i— CO CO -i— i— coco coco 

d d d d d d d d d d do 



in w in oo cM co mto into 

CMCMCMCMCOCOt— i— CM CM CM CM 

o'ddd dd dd do dd 



in in M - M - o o cM co in to mm 

CM CM CM CM COCO t— y- CM CM CM CM 

d d d d d d d d d d d d 



Tt-Tj-oo r-r- co eg cm co cdcd 

t— t— i— -r— CO CO t— t— CO CO CM CM 

d d d d d d d d d d d _ 



co m* o o to 

T- 1— t— t— co co 

d d d d o d 



cd o> r» r- r- co 
o o o o CM CM 
d d d o d d 



tO CO CM CM CD CD 
1—1- CO CO CM CM 

do" d d do 



CO CD 

o o 



in t- t— 

CM CM CM CM 



cd cd r- r» 
o o o p 
d o" d o 



CD CO 
CM CM 

d d 



CO CO "M* *vt" O 
O O CM CM CM CM 

d d d d d d 



r- r- i— i— to co co r— cm cm cm co 

1— t— i— t— CO CO t— t— CO CO CO CO 

d d d d d d d d d d d d 



to r-. i— t- mm 

T— i — t— T— CO CO 

d d d d d d 



co r-« ■>— i— 
-i— i- co co 
d d do 



CM CM 
CO CO 

d d 



I ytJJ-i— cmt-cMi— cm 

§C/)w4-J-cljc\iioin 
oococoOO>->->->->->- 

ill HI UJ Ui 



I 

o 

CM 



III.'.' ! I II 

3 3 a a r r o. 3- •< <C 

< < ca g C/5 CO o 5 CO CO 

OOOO S S UJ UJ J— I— 



T 7 



C C 

be: ^ 



D 



ll 

v 
X 

v 

o 



n 
i i 
i i 

u 

d 

| 

v 



O 

I 



2/8 



WO 2006/030947 



PCT/JP2005/0 17238 



• • 

e 




i i 



9'Q 



2-1SIAI 

KLSW 

2- doig 

L-d<na 
Z-VS1 

1- -VSJL 
S-dua>| 
l.-dua>| 

3- IVO 

mvo 

Meo 

2- SDO 
1.-SDO 
2-SAT 

S-0Z8Z.3 

Z-OLQIB 
I--0Z0Z3 
Z-Zkl 
l-Zkl 



03 



to 



3 0 



j f ! 

} i: • 

!i i 1 



1 — I-- 



3-iSW 

3-d ag 
dag 

I--VS1 
g-du»>i 

z-ivo 

IVO 



|.-dEO 

s-soo 

1.-500 

1.-02923 

0ZQZ3 
2-SAH 
^SAl 



00 



■8- 



43 



S3 

o 
o 



8'Q 



+■"0 



CfO 



3/8 



WO 2006/030947 PCT/JP2005/0 17238 



CM 
Q. 
C 
CD 



a. 
c 



CM 

<■ 
co 



00 



csj 
d. 

LU 



CL 

LU 



00 



Q. 

O 



Q. 

CO 

o 



CM 

5 



CM 

00 

o 
o 



oo 
o 
o 

CM 

o 

CM 
CO 

LU 



O 
CM 
CO 

r- 
LU 

CM 

o 
r- 
o 
r- 
LU 



OOCMCOCOCOCOCOOOOO 
^ — . T 3~. 2 CM CM CM 

oooooooooooo 



cno>cMcMr>-r-»ir>iooocy>o> 

O* O O* O O o' O O O* O O* O 



CMCMCMCMCMCMi— i-CMCMCMCM 
OOOOOOOOOOOO 



N N i- i- U) lO M"» ^ C9 * Tt 
CMCMCMCMCMCMt-t— CMCMCMCM 

oooo'oooooooo" 



OOOOOOOOOOt— 1— 

o'oo'o'oo'oo'oooo" 



(DlOnniNIN^COMvr- 1— 
OOOOOOOOOOt— t— 

o o o o* o o o o" o o* o o* 



cococMi-r-r-ooeocMcoco 

CMCMCMCMCMCMCMCMCMCMCMCM 

o'ooo'o'oo'ooo'oo 



NNCOCOOOCOCOCOCO 
CMCMCMCMCMCMCMCMCMCM 



CM CM 

OOOOOOOOOOOO 



in co co m lo coco cMcm 

t- -i— O O CM OJ t— _ -i— CM CM 
OOOO ° ° O O O O 



to CO <D 

T- T- O O 

o* o o o 



CM CM 1— CM 
CM CM r- i— CM CM 

O O O O do" 



CO CO CM CM I O O 

t— i— r- i-llO lO 

o o o o I o o 

i 

CO CO CM t— I O O 

T" T- 1- T-IIO lO 

o o" o" ojo o 



to to eo to i r- r- 

CM CM CM CM I LO IO 

O O O O | O" O 

I 

lo to cd coir- p- 

CM CM CM CM I LO IO 

O O* O O ■ O O 



to CO CO OO 
CM CM CM CM 

o" o" O O 



CO CO CO CO 
CM CM CM CM 

o o o o 



Tt" CO CO CO CO 

o o o o o 
o o o o o 



O T— 

O O 



O CO CO CO CO 
CM O O O O 

o o o o o 



cococMcMeocoeJ>c>r-"r-»cor— 
ooooooi— -i— oooo 

o o o o o o* o* o" o" o" o" o" 



Tt^OONMhMBCOcnO) 
OOOOOOi— t— oooo 

o'oo'o'o'oo'ooooo 



TfTj-oocMCNlr-r-ococnoj 
OOOOOO-r- -i— oooo 

o" o" o o* o o' o" o" o" o o* o 



cotDMNCOO)cor»n<MCDO 
cococococococococococno 
o'oooo'ooo'oo'o'O 



cocor»r— oocor--cocMOco 

COCOCOCOCOCOCOCOCOC0003 

o" o o o* o o" o" o o* o O o" 



CO CO O O i— i— o> o> pjO ncm 
co co co co co co r- i — era O co CO 

o'o'o'ooooooOoo 



CMCMOOOCOCOCO 

cocococoncococoQQCooq 
oo'oooo'o'o'Ooo'o 



t— 1— coLoLOLor~-OOcT>f — r- 

COCOCOCOCOCOO)Q eo CO CO 

oo'do'ooo'Ooo'oo 



r- t- CO IO W CD Q 
CO CO CO CO CO CO o 
o" o" o' O' O o' O 



r— o o co co 
O co i — co CO 

o o o* o o 



COLoOOCOOCOLOCMi— o> era 
cococncx>cx»ocqcqcqcocqcq 

OOOOOOOOOOOO 



COLOOOOcOLOLOCMi — CT>CO 
CO CO O) O) O C7) CO CO CO co a CO 

OOOOOOOOOOOO 



[n CO (O Q OOLOLOi— oi — r- 

concnQoocooooocococo 

O O O O O* O O* O O* O* O O* 



i — coocooococoi — or--r- 
Goooocnooococococoooco 

o'o'Ooooooo'oo'o* 



tOcD<OlO10i-r-<tncDC0 
<J) Q CO CO CO CO CO CO CO CQ CO CC 

oOoooo'o'o'oooo 



O rf 1 — r~-COCO-i— t— Tj-COCDCD 
QCDCOCOCOCOCOCOCOCOCOCO 

O o o* o' o o" o" o o* o o o' 



I — • I — • CT) O 

o o o o 



t)- Tf Q O) 

r-- r»- O era 
o o O o 



CO O ■«*■ Tf 
era o r- t~- 

o' o o* o 



O oo "* 
O era r- r- 
Oooo 



CM O 
era o 
o' O 



O CM 
O o 



OJ e» 
CO CO 

o* o 



era era 

CO CO 

o o 



CO o 
O* O 



O co 
O O 




co O 
O Q 

o O 



Q co 
O c» 
O O 



CM CM 
CM CM 
O O 



O) O) CM CO 
CO CO i— t— 

oooo 



o Oi cM co 
co co i-: 
oooo 



r~- r~- cj [_) , li j 

LO LO LO LO 1 CM CM 

o o o did o 



r~ r» o o I ^ lo 

LO LO LO LO J CM CM 

o o* o o I o* o 



00 CO COLO t— CM COCO 
CM CM CMCM t— "I— OO 
O O OO OO OO 



OOOO CO CO CM CM COCO 
CMCM CM CM 1—1— OO 

o o o" o" o* o o" o 



coco in to coco to m 

CM CM CMCM f— -i— t— t- ; 
O O O* O O O O O 



coco to in co co 

CM CM CM CM i— t— 4 i~; 

oo oo o'o OO 



o> o r-» oo oo co 

OOOO CM CM 

oooo O o 



t— CM Tt- CT> O 
-i— -i— CM CM t— CM 

o o o o o o 



o> <y> oo co oooo t— cm ^*"^* o> o 

OOOO CMCM 1—1— CMCM i-CM 

oooo oo oo o'o o'o 



co co r- co co cm r~- r- co -M- oo 

OOOO CMCM OO CMCM i— CM 
oooo o" O O O O O O O 



o> cj> r~> oo 
oooo 
oooo 



CO CO 
CM CM 

o o 



r- r-» a> o o o 

1— i— i— CM CM CM 

o" o o o o o 



r- co ^4- tj- o o 

O O CM CM CM CM 

o" o o" o o o 



co r- r- lo co 

O O t-_ i-i- 

o" o o o o o 



r-p».c3>cn oo -d- ^ r~- r- loco 

i— i— t— i— CMCM OO i— i— 1—1— 

oooo oo oo oo' oo* 



CM CM CO rt* 
OOOO 

o* o o o 



co r- 
CM CM 

o" o 



o o 
o o* 



LO LO r- OO 
CM CM i— 

o o o" o 



cm cM co co cor- r- i — to to i — co 

OOOO CM CM OO CMCM t— t- 

oooo* oo oo o'o o'o 



O O CM CO CM t— CO i— CM CM CO 
OOOO CM CM OO CM CM v; 

oooo o'o oo o'o' oo" 



O O CM CO CM CM 
OOOO CM CM 

o* o o o o* o" 



^t" ^d" CO CO "St* CO 
OOOO CM CM 

o o" o" o o o* 



eo 

o o 
o o 



i— CM CM CM 
CM CM t- i— 

OOOO 



«* CO 

oooo 
o o* o" o 



CO 
CM CM 
O O 



LO CO CM CM o> O 
O O CM CM 1— CM 

o o o" o o o" 



CD co cM CM O O 
O O CM CM 1—1— 
O* O O* O O O* 



i- CM i- 
I I I 



CM t— cM 



CM 



, i- CM t_ , . . . , . 
O O O O ' ' I I I, t I . I 

aa>->->->->->- 

QO_l— 1— I— 1— i— I 



O O CO CO 

r-» r— r~- r- 
LU LU tu LU 



< < ca (O 
OOOO 



i- CM 

CO CO 



i- CM y CM 

<C <C 

„„ .„ CO CO 

LU HI h h y 



T ? 

a. a. 
o p 



I 

CL C 
C C 



D 



V 
o 



I I 

I I 

LJ 



X 



4/8 



WO 2006/030947 



PCT/JP2005/0 17238 



Mb 



u 

■ • 

e 




B'Q 



2-SDO 

kSDO 

S-0S8Z3 

I.-028Z3 

Z-SAH 

I.-SA1 

Z-0Z0Z3 
1.-0Z0Z3 
Z-ZATL 
l-ZM 

1- duay\ 

2- J.SW 
KLSW 

2- VS± 
kVSl 

3- IVO 

hvo 

[.-deo 



T i 1 1 1 



90 



3*0 



ij 



3-S00 
I--SOO 
i— 3-039X3 
^Q39i.3 
3-SA1 
l-~SAl 
3-J.A1 
1--I-A1 

3-3A1 

1--3A1 
3-dus>j 

L-dus>j 



i — s-doa 

3-VS1 
I--VS1 
3~IV0 

MVO 
3-dEQ 



{ 



O'Q 



I 



toJO 

8 

O 

O 



5/8 



WO 2006/030947 



PCT/JP2005/0 17238 



HI 6 



E7070 



80 



9 120 

<R 100 

60 

|n 40 
A 20 
0 0 




C9 

G9C1 

C9G4 



0.01 0.1 1 10 100 

ilJt (uM) 



E7820 



S 120 

<R 100 

60 

in 40 
A 20 



n 




C9 

C9C1 

C9C4 



0.01 0.1 1 10 100 

ilJt CuM) 



LY295501 



» 120 

<fc 100 

»Bn on 

f?^ 60 

in 40 



A 20 

n 

— o 




II Mill » 1— L-l,J.llll lilt 



C9 

C9C1 

C9C4 



0.1 1 10 100 1000 

B& (uM) 



CQS 



s 120 

& 100 

#Kn on 
■ 6 80 
SP^ 60 

ija 40 



A 20 

n n 

^ 0 




.i .i l.i.i.uil )..i.j..u)ji.I — t i i iiini 



-+-C9 

-*-C9C1 

-*-C9C4 



0.1 



10 100 1000 

(uM) 



LY1 86641 



s 120 

<R 100 
»HH on 

m± 60 

ija 40 



A 20 
fl 0 




„!,. 1 T ,T 1 11.il 1„, .1.1,1 Hill 1—1-1 



C9 

C9C1 

C9G4 



0.1 1 10 100 1000 

it ft (uM) 



LY-ASAP 



<R 100 

K8 so 

S?V 60 
ii 40 



A 20 

a o 




) i ) 1 1 ml 1 I i 1 I ml i ii 



C9 

C9G1 

C9C4 



0.1 1 10 100 1000 

ilJg (uM) 



6/8 



WO 2006/030947 



PCT/JP2005/0 17238 




7/8 



WO 2006/030947 



PCT/JP2005/017238 



8 




10 15 



25 



E7820 100 mg/kg 
4t&WA 100 mg/kg 
E7820 + -fb^&A 



*; mms^. p < 0.01 



8/8 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 05/0172 3 8 



A. CLASSIFICATION OF SUBJECT MATTER 

A61K31/404 (2 006.01), A61K31/381 (2 006.01), A61K31/498 (2 006.01), A61K31/64 
(2006.01), A61K39/395 (2006.01), A61P9/00 (2006.01), A61P35/00 (2006.01), 
A61K31/635 (2006.01), A61K31/18 (2006.01), A61K45/00 (2006.01) 
According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

A61K31/404 (2 006.01), A61K31/381 (2 006.01), A61K31/498 (2 006.01), A61K31/64 
(2006.01), A61K39/395 (2006.01), A61P9/00 (2006.01), A61P35/00 (2006.01), 
A61K31/635 (2006.01), (2006.01), A61K45/00 (2006.01) 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Kbho 1922-1996 Jitsuyo Shinan Toroku Kbho 1996-2005 

Kokai Jitsuyo Shinan Kbho 1971-2005 Toroku Jitsuyo Shinan Kbho 1994-2005 

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN) , REGISTRY (STN) , MEDLINE (STN) , BIOSIS (STN) , EMBASE (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category' 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 



WO 03/074045 Al (Eisai Co,, Ltd.), 
12 September, 2003 (12.09.03), 
Full text 

& EP 1481678 Al & US 2005/119303 Al 



X 
Y 



EP 555036 A2 (ELI LILLY AND CO.), 
11 August, 1993 (11.08.93), 
Full text 

Sc JP 5-306277 A & US 5254582 A 



5-49, 54-98, 
103-147, 
199-243, 
248-292 
1-4 , 50-53 , 
99-102 , 
195-198 

244-247 
1-4 , 50-53 , 
99-102 , 
195-198 



I x | Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



* Special categories of cited documents: "X" 

"A" document defining the general state of the art which is not considered 
to be of particular relevance 

"E" earlier application or patent but published on or after the international "X" 
filing date 

"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «y" 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other means 

"P" document published prior to the international filing date but later than 
the priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
20 October, 2005 (20,10.05) 


Date of mailing of the international search report 

01 November, 2005 (01.11.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (April 2005) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2005/017238 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
Y 



X 
Y 



WO 03/035629 Al (ELI LILLY AND CO.), 
01 May, 2003 (01.05.03), 
Full text 

Sc EP 1442030 Al & JP 2005-511547 

& US 2004/198784 Al 

WO 02/098848 Al (ELI LILLY AND CO.), 
12 December, 2002 (12.12.02), 
Full text 

& EP 1401806 Al & JP 2004-530709 

& US 2004/157741 Al 



A 



A 



Tomoaki TAJIMA et al . , "Gan no Kotai Ryoho, 
Nyugan ni Taisuru Kotai Ryoho " , Biotherapy, 
2003 Nen 9 Gatsu, Vol.17, No. 5, pages 437 to 
446 



244-247 
1-4, 50-53, 
99-102 , 
195-198 



244-247 
1-4, 50-53, 
99-102 , 
195-198 



1-147, 
195-292 



Form PCT/ISA/2 



0 (continuation of second sheet) (April 2005) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 05/0172 3 8 



Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

L Claims Nos.: 14 8-194 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claims 14 8 to 194 pertain to methods for treatment of the human body by therapy 
and thus relate toa subject matter which this International Searching Authority 
is not required, under the provisions of Article 17(2) (a) (i) of the PCT and 
Rule 39.1 (iv) of the Regulations under the PCT, to search. 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. □ 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

The inventions of claims 1- 147 and 195-292 are common to each other in relating 
to a pharmaceutical composition comprising a sulfonamide based compound 
combined with an angiogenesis inhibitor. However, since this composition 
was publicly known before the date of filing of this application as described 
in, for example, WO 03/074045 Al , the inventions claimed in these claims are 
not in relationship sharing a special technical feature beyond the prior art 
and cannot be recognized as being linked with each other so as to form a single 
general inventive concept . 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 



^" I x I As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 



3. □ 



As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4- □ 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest I I The additional search fees were accompanied by the applicant' s protest and, where applicable, the 

payment of a protest fee.. 

The additional search fees were accompanied by the applicant's protest but the applicable protest 
fee was not paid within the time limit specified in the invitation. 

No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2 0 05/0172 3 8 



Among the inventions claimed in claims 1-147 and 195-292, only a 
combination of E7820 as a sulfonamide based compound with 
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uinolinecarboxamide as an angiogenesis inhibitor is disclosed in the 
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international search can be carried out. 

Therefore, in this international search report, there are indicated 
results of prior art search carried out under the restriction mainly 
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4- (3-chloro-4- (cyclopropylaminocarbonyl ) aminophenoxy ) -7 -methoxy- 6 -q 
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